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. (54) S&BJ0)«ffc: fetH I Vjnft 

(57) Abstract: It is intended to provide an anti-HIV antibody with high affinity. Namely, an antibody capable of binding to the 
gpl20 glycoprotein of HIV and having a dissociation constant KD=1.0xl0~ 9 (M) or lower, or its fragment; a medicinal composition 
ON containing this antibody or its fragment; and a method of producing an anti-HIV antibody or its fragment characterized by com- 
prising immunizing a GANP transgenic nonhuman mammal or its offspring with a polypeptide comprising the amino acid sequence 
represented by SEQ ID NO: 6 as an antigen and harvesting the antibody from the thus obtained animal or its offspring. 

5£(57)JM&: *§£BR<DE&)lt, iaSS»14BlfflV^tt^titt-rSCi:-T?&^o ^SBBJJICcfcfttf. HIV(Dgpl205Bi£ >/< 

O * **»l<DBMte. iSSS*PttSHiVta{*^tl#t-r^C<t^fc^ 0 *fSHEl;: stiffs HW(Z)gpl205&t£>/\^S<t$S 
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*rt HIV ViW 

fa&^T&mMm.j&mizM-rz>* 



10 ^^'I4^^^F^5gE^W(AIDS)^, HIV(Human Immunodeficiency Virus) <DS& 
HIV SI&iCDflcrtfcSAi" S CD4 BH4*fflJJ&, #^ CD4+T U >A°St 

/^Tii) k us grr «, cd4 m^mm^ommzm-^-r^^y^^mit, mv 

15 ©*Mft*^>/^K gpl20 gpl20 tt, HIV (D^^miZ^^EV, 

120^n^;i/h> (kD) §tt5i^W^It$t), MHSSM© CD4 



20 zmzmmmv 



25 3S*E, AIDS ©fg^f&5ie>i*\ Mil35»6n§i^^UT AZT (7vh 



WO 2005/058963 PCT/JP2004/003046 

— hiv %m$km\z^-t %>mii . aids (D^m^wtm-'&^tfiQf 

fcft^Q)^ -DH&'&Tz.Vb (McDougal et al. 5 Science, 231,382-385 (1986)) > HIV 

©rt»©3&*»ft*Hf&u ^^^is^^r^^iiiTt-^. gpi2o &*W£*rsE£#*T€r 

-So EnSTKl, HIV © gpl20 ©tuM^fe^ gpl60 ©75 J miB^J©^ 

308-331 t@£Jiftl:fe5^0X tf h — ^^IIIIT^ l"o.5/3j <hn?«Yl£irC 
^fl^llTV^ (#fFfg 2797099 -^$5) o L/^U ^lM <h CD|§^^J £ $ 5 

izM&z>\zte, hiv © gP i20 £^j£ut, $j]%kW\zV( )ix%tpffi-§r «c^t? 



X^x->y^#k hni?L»j#l^fflViX g P 120 <h > HI V <Z> £ 4 1 

±IBtft#X«-?-©»fM'J*» gpl20fg^>A°i?fl©-3%fil 308-330 #@ COT 5 7 
#f£930^#X«^<D®rfirteU MA-^f6#-^^ FERM BP - 08644 
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y *yj H — TlHflg [^jj^g : rAnti-NL43mono. Clone No.G2-25 A-T^U H— T 



*B^jfto < OTfKC ITS 1 #*S 1 *$km 6 ( 

0 : 2004^ 2 £ 25 B) fc«fc ?)B£3ft5. 



C3 



305-8566) ) > ^rffc 



(3) S3 #J 



6 tc^TT^ y 



^JaJMiibT^^bfe GANP h 7>Xyi"^ h nifLMXte^©^^ 

10 ^fe*^B^«, SS6#-%^FERM BP-08644 1?$>%>, HIV © gpl20 $Sa? >A° 

(4) GANP h^^^i-y^khittX^O^JR*, E^J#^6fc*t7 

nSliX tt^ai^ 5 *fC#: * § £ t * #m <!:t§^ HIV trt^X © Hf 
15 jtOSiS^^o 

(5) ±fB(3)fBm©lgilf0'l4tn:#:^^M^i:5xa— ^*BJfii©M#«Blia, X»g 

FERM BP-08644 TSS*!*^/ ^ n — :^;Via#:^£iiifflJ&£i&* # 

ensMi^s^^itts z. t & m$k t-^r z> , tfi hiv ^xte^©!^© 

20 (6) JifE(l)i3^©in#:X«^©8lrH\ ]fttf±IB(2)IB«CDfc hifkS#:f t < fit 



25 (7) ±E(DIBic©tfi#:Sb<tt-e0Wffr, Xte_tfe(2)fam© t hlHfcia^b < 

^t^#t ttii hiv ©teta^. 
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5 racDfgi^&ifciK 

HI 1 BMJ^C&tf-?) GANP <7}^iji(Dit#n£^rElT&£o 

|2H ELISA ^fflV^T#irL#:^J;§ gpl20(308-330)^y^ H £*&£B b7cl§ 

10 K4H HIV ^ n~j- )im<*(D^>^u — ylzM^ &®s&1l£%:nMV 



m z mm -r & & «> © s & © ^ 

1 . IK 

&$£W<Dtn.m$, GANP h7>^^x^7 ^"fcSUftWK:, HIV <D gpl20 CD — 
20 ffc,#K: gpl20 075 /^I3^J©5 %H 308-330 ©75 7 MB^H** 6 &5 

FS^JMibT^^T^^i^^o^&n^fecD-e^-So gP i2o ©75 /hbb?»j 

<D*)-t>% 308-330 #@0@B^iJ( r gp 12O(308-330) J <h V* 3)£fSIiT&lrL#:^ # 

TV*&5&* (Skinner MA. et al., AIDS Res. Hum. Retroviruses (1988), 4(3), 
25 187-197), 93 ©trifle gpl20(3O8-330) t.ftWft\&\Zlt&&-? Z> C t £#tfc t 

GANP <hft* B35fp '0^-o^3? >A° £ K (Germinal center- associated 

4 
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nuclear protein)<hP£ &f*TO>5#C^ yn^WZZb^* GANP teu jtfST^^ 

oR3»*ffi*risE^s«wbTv^cit^s, ganp H-rsate^s^Ab 

5 Tc h^>Xv ? x~ y^#k hHit?L«j#J ( TGANTP h 9 >X i?x — v b»it¥L 

oT, J:IBh^>X> ? ain^^#t Mft¥L»}#/ HIV © gpl20 ©75 / MM^i 
10 ©^y^H (MA fcfgp 120(308-330)) SfiiBtfcJB^T&grra £ 



±jz&cD3iD, *^bj^j;d, mvtp^ft, mmmm<D<£>m<* : mmmmm& 

T> f#£>nfc*a#:£^bBl!l£I/&^, AIDS co^^^ffi d £#*T€r £ = 
15 ±flBK'***^*r'5ailfi«,gpl20 , r^feftbfe GANP h^>X^x-^/7#t 

hvfc%m®fr*>n*>nftmm b amsxmu >/t«f«ufi^ffi7?*> «fc < , b mx^ 

t£oT, 2ME9m, fit HIV ft#:&"&tT HIV t&ttt^y hSrStftf* 
2. £ilg(®Wlfi 

25 HIV (D g P 120 Ht-^^~ e»Sa^I'!f £ tj^RTIB'T?* D(PRF 

1102247A, http://www.genome.ad.jp/dbget-bin/www_bget?prf:il02247A)> 
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fit, gpl20(308-330)O^U^^ FffiMWu 
NNTRKSIRIQRGPGRAFVTIGKI (ffi^I*-^ 6 ) 
TS^tl^ 23 75 /Mf%MX%> DOLee Ratner et al., Nature 313, 277-284, 

1985), ^©75 y mm&\<D5 % <d 'Pfc < t%— m (±^y.u— &&ts-&v 

5 FXU^^F (mz^7°^F£%^5) Mi:lTlin^Wt 



5yM©5-feiits8 7$yiiiWJi, witfs, 10, 12, 16, 20, 23 
75/tT*na#i: $ trf > {£ m <o mm & mwr % z. t # a . w «\ 



N^mfrzmtz 7-8 7$ytf^3o®iJit:ioT75; 



15 ^HJRbTfe <£Vi 0 



t#t^i5 \zmm^i^mvx%^^ 0 z\<Dm&\z. ±m^y°^- NN^ii:, 

6 
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£ DNA ^l^ftb^-^-r^c fit, JLW2 DNA £MM§&^^7 iS 7 — fcjSrST^ £ 

t\z&-DT?>A2wmMm a ^ ^ ^ - ^ sti ^ ^ ^ - £ @ wate 



i!r (Sambrook J and Russel D. Molecular Cloning, A Laboratory Manual, 3rd 



10 edition, CSHL Press, 200l) o 

F & £ £ n, 7 7-^ DNA iUTttA7 7 — 5>##tf S n^> . £ 6 fc, 



t£^?7$>— dna © m f&mm%mm \z w a b t ^ 77 ^ - tiistnaj; ^ „ 
m (cosier, cnommm) , &&mmxte&&fimtf e>n^ 0 -^^©RtfL 

25 frt>mW.'T2>Z.£\ZJ:V)m&Z.htfX%:2>o rtf^^j tH (a)ig*±?»> (b) 

S^IT'^^ViTM^PTfe^) (Iff IE Sambrook Molecular Cloning 
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^mmiZ&^T\Z, in vitro iSH^ £ § ^ FM^Ifflt§ Z\ tfetf 
10 RNA &mm\ZT&Jj&£ DNA £ #1 ^ T £ (fc^/HlR) © 

2mK)(Djjmzm^z>z\L&i:%z> 0 m%.&> is dna titu tsiR^$^^ 

(D±mz 7°nt-^-«h'J* LTV^ y"^- F £ n - FT 

£ DNA> ^§Vi«S!iR^^*©±^(C^^^i^^75:yn^-^— ^^ffi^-jA^ 
tlfc DNA WmVf <E>n&o in vitro SlR^X^Ate, TfrlSOv-X^A, Mili 
15 Expressway™ yXjA (Invitrogen t±) , PURESYSTEM (Wi ; h 
if J AW^SBf) , TNT->X^A(S^l^^;Promega%h)^^^fflVi§^<h^-C# 
in vitro fliR^X^-A^^^^^^F-^^^, ±12©— ISW&^t^l^ 

20 JifE^^-SfcftSnfe^y^FfcM^^ii:^^ ^ U 7^>/^IiLTH ^ 
jfiLtlif T JV^S >(BSA)> keyhole limpet hemocyanin(KLHX human thy ro globulin, 

-7h U^>7^nyu >£^tf&;i<h^T#£o 



3. GANP 

25 GANP H P# Sac3 ^ >/N° ^7 K <t U ^— &^iTZ> 210kD <Z)^^>A°^M 

(WO00/50611 ^i&m o ^UT, SAC3 «T ^ >^J$©«iJ^|f £ b 
T#lt^tf f=>nT^£ 0 GANPte, M##t>ffiJI& (follicular dendritic cells: 

8 



WO 2005/058963 



PCT/JP2004/003046 



FDC)fc£ OH (germinal center, GC)B mm\Z& ^XMtRMlZT' y 



#'14 RNA B JHHJ3&© 



WJfifflBBSIflffcH^bT^S^ >A°^7 (Kuwahara, K. et al., (2000) 

Blood 95, 2321-2328), 

^mmiz&^Tte, GANP ^>/1#®<Z)75 J WMM^i, *7^XK:o^TBB^J 
#^2fc, b hfct?ViTSB^J##4 fc^f c GANP ^ >/\°#|f Ft* 

^ilfg^ (GANP MiST" <h V* 5 ) <Z)^SIB?iJ£, V^7,fc^ViTSB^I#-^ 1 fc, 



WO00/50611 ^ftJCbffiftStlXViSo 



10 £fc GANP ^WI^Stte^&ttTfc «fc<, E5Bf#2Xtt4lC|B«0 7 5>' 



15 ^LT^D> l^b<« 



(#? £U< i (Fi^^ii-iofl, 



10 JUL 



^D, 3&>0±E GANP $ >/^^WtmU(D RNA ^^-T — if & 
20 GANP ^^S^^>A°^S^{£JlT§^i ; feT#^o 



* a y 9 "f ^ - if i: fcf n 



§ DNA ^ U P< ^-if a t^tS^^I ^ Etp'fr B MTteffl— 

25 ©y^-T T— ifT&& GANP y^-i'T — if fegf^$nTVi§o 

GANP ^>A°^Kte, ±Ei^2eK «4 l:^t7 5 /iK^Xttitl 
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•trs. ;mmm<D i~6oo ^skij 139-566 #) xncnsc^siT 

5 7WMt§fe©^n§o 



^SA-T^feie)© GANP 31 {5^^ JifB GANP ^ >A= 



10 fenJfgTafe^o 

^TS (±MJ^A) 150~900niM Mlg^ 55—75T:, 

< (tb'J^A) ift£#* 250—450 mM D , 6&V,7:<D%z\$%; V* 5 0 

* 

j&fc^lZ^m&MAT&lZte, Kunkel &c4> Gapped duplex femo'jkftl^&lZ 



15 M%.ttffitiL&m&l&m&. 



GeneTailor™ Site-Directed Mutagenesis System (-f > tf h D :n >%kW , 
TaKaRa Site-Directed Mutagenesis System (Mutan-K^ Mutan-Super Express 

^M«fg^©f¥lfflM^^^#^^«HII^^P^ WO00/50611 -^^^felB^S 



20 tlTV^S 



^Minfl^t^ CD-40 n — B in vitro »f 



§ <h > GANP 



07>y7>^al/-y3 >0^f>f, GANP ^>A°^«cr>X 



5 JWMmoio %#S©-feU (M;U3: 502^@<2>ilU >: S502) © U >K 

^^§l#^^-To £©KJSte, GANP © RNA Tzfe-mz-D^T*— t 

25 &§M^T&£(Kuwahara, K. et al. (2001) Proc. Natl. Acad. Sci. USA, 98, 
10279-10283) o GANP $ >/\°^ft© N 5fc>MiJ<£> RNA ~f ^ — if H ^-f >«-fe 
U >5SX£*B-A,T&i3, ^©U ^MftKiin vitro \Z\&^X Cdk2 tj;oT| 
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tl£o C SfcHHffl F .* > <fc tK GANP «MCM3 117^ t>^»^Wt|g 
£ (Kuwahara, K. et al. ; (2000) Blood 95, 2321-2328; Abe, E. et al. (2000) 

Gene 255, 219-227)o 

GANP mfc^Xm^VX\%m£.Bt?E-e&&tf, CD19-Cre V^Xi 

5 flox-ganp Mi^^T^T, £3£IBLT^§4bfc B jfflfl&ldg&lftK: GANP it^^r 

^ibfc conditional targeting 7^X^SbT, T IB j& # *tl M t? & ^ 

nitrophenyl (NP)-~>7 h U ^>V^D^U >irLJ^T^^bT NP-A^f> 



10 



mtttfifcntk&m^rz. tzz, ^mmmfa^M^m b < ^*$nt^ o , ganp 



<d f^f n f£/Lii i; 



4. GANP jtfS^^Ab/tbT^X^a:-^ hni¥L 



gP 120 te«k£:fc^©*f&£&£Sbi6jm, GANP iALfc h 7 >X S>x 



b < SI A b GANP jftfc^£ B iig-efssts £ iziA-e&z . 

15 (DGANpae^t-eoHji^ 1 ? 

^D^XTit^^.fctK^^^^i^^^^-rcfe^o GANP^>/^M«, itfe^ 
20 ^© GANP«fH^X«^©^Mme^©«A^^oT,«#tt^S©KilfP'l4m 
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(2) GANP jtfc^SAJM?L: 

^ssgiKi&tts rpt?L»%j ttt, -v^, ^-y-^r, -f*. 



*ll®h7>Xyi^^#k Mil 



20 ffimf&te ZteBmhTZ GANPitfc^£iffc#£l±, M±£^ £fc?U 



GANP Jifc^ ; £;fe^ 



it^ GANP ja^^£Wt"£#«ifcSL!b*lS*© 



GANP m fcf- £ ^*jg £ 1± 5 £ #@ 7° n - 3? - (?) Tiffi \Z , GANP * iSfg b 
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5 (3) 



10 



25 



l/7f> + t- fe\ iftL/h^a5l5S5cftia^j8 . tr?^> K1,K10 33£t£K14, xi ^ 



rl« (EF-la) , &T29->. alkTSQ ^*z/>&m* 5^-->> 



$1 1^2 , 5 X U >I1^ , it ffi7 5 D ^ F P 3 >^-^ > h , 5^" 



13 



WO 2005/058963 



PCT/JP2004/003046 



GANP jUS'P© 5'M ICjg^'r § £ <h <£ *A GANP itfc^ £ B $ 



10 



20 



(4) GANP jlfc^GDaSA 



ISM GANP »e^©^A«,M^.«W#©ni?LSSi^©E^ 



^A^©f^tH»Jtl©E^IHiat*5V^T GANP fcte^**® 38! Kiwi's £ 
15 f^mW)tl©^^^T^-©E^mfla43J:WMfla©^:T^ GANP jlfS^jlfiJ 



-Dm 



nfe ganp ate^sssteft^f-rs. *it, ganp ate^&jfliRifc^rrsc. 



GANP Jte^Sr^jfe^k h 



25 3fem©§#lllP (A'y^^nx) I; 



£«ttft»W££ES 21 £ fC «fc o T# 5*15. 
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20 



(hCG» s , ma tiiifi as* <h cfc o s# -r ttfefim 



>(LHRH)£££#^ ?LI&$& £3£@B£ £ tic J: S Sffitl$r^®$nfe^ 



10 &mA*?%±ffi&mti&£VTfe* -?VT,(Dm&, ^mw^mmm&m^&^ttf 



?l ft % { @ #: © s ffl g& ^ ^ & ft ^ © # a it & t <d & m % m % 



Vfzm&. DNA 



;8B5fcflH) ^6 DNA +Mf >«?«f^=» PCRi5fefc:«fc D*Ajte^©#ft^ 

St5 £ ^Aslf5^C0#ffi^?SIS$nfcj@f* ; £t]'R; (Founder) 

tttiH SAMfcTO-^©lKFl)<£> 50 o /acfcB£n£ o H © Fl {B# 



Sfcteffi© Fl 



GANP H SKiSi 



GANP jtte^f £ ES ffljjg (embryonic stem cell) tiAt§ d i: &CI «t o Tf£§J 
T^IifettS, M^.H lE^^XEfflS (blastocyst) HPRT 

£^T^£) ESSfflflSfcl, GANP jt^Sr^Af S» GANP HLfc^ifi-W 
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ftifi, MRL/lpr B fflUfi#«5fcflt© U >rtW}-C<Dfefe{k<Df&\zm$*fo&m 

StlTViSo *%BJ#B *> MRL/lpr ^ £> V* T GANP Jtfe^rt* Ig 7° 

20 n^E-^— , x>A>U— ©TSt^UTftll/fe ganp h^>*5?xXy^ 

©UML/T, ^©gH^lV^/^TH GANP#^©S#ft*S J l£'fb;&*®££> 

fc a£> , g B ©JrClC b T © S&«jfiHS:#L#:j&«££ $ n § 31 1 h ft * pJtitt/^ 

■ 

25 n&£ft£>„ 

5t3 n§ MRL/lpr, NZB, (NZB x NZW)F1 ft £ £/B V^nti, $ fcflf ^3gS«f 
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Sk±<0Z. t&mmVfc MLR/lpr T^X© GANP h 7 >X i?x — y 9 & 
f^m^itaot, X - 7 N° - iB ^ f 0 '14 #: ^ ^ ^ ^ X ^ m ^ "5J tg'ft ^ 



5 . Hiv gP i20 \ztt-T%>MM$afe&i&<DfcgL 

(1) RUfiitttrift: 

10 *»^tc*^T r^;#j <htt, ifcM"?^ gpi20 308-330 

#:07-f y^-T ^«#K:ISSSn*r, IgGClgGi, IgG 2 , IgG 3 , IgG 4 ), 

IgM, IgA(IgAi, IgA 2 ), IgD Xtt IgE 

tnfo&m&m (flftH*) te> yft- F$P*T^ Biacore £P¥fc£n2>^® 

25 Sffe(Kass)<hbTMiJ^T£ £<h^~e#£o Biacore isBteU t>1j-f»;^, V 

17 
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tttRMCD^MTODffiSf^fflO^n^ U >^*ff 5 £ Biacore i 

t UTtt, M^Lti Biacore 3000^ Biacore 2000^ Biacore X, Biacore J> Biacore 
Q (ViTtlfe Biacore ft) fc£##lf&nS. 

_h|B Biacore fciot, *fC#©&5ftlte***r A° ^ * — ^ — , Tf3it>%MM^^C. 
5 (KD), mmm&^MKdiss) [l/Sec] Rtflt^i&fl^ScCKass) [l/M.Sec] ^SlUTT 

o 

ia#:tt> $Pit^tfc (KD ffi) $ ^«T? & U EMm^m -5 j&TSf 

SU^. ia#:<3Dj!g^ (ISfD'14) Kdiss JttX Kass © 2 OCD/\°7 — 
10 KD[M]= Kdiss/Kass 

U 1X10-KM)&TT&5££*>W£L<* 1.5X10io(M) J^TT$5^t?)UD 

£f£b<, i.oxio-io(m)J^T (#fc9.9Xio-«CM)J^T) T?*5i:tj5«S&l:ffS 

15 LVi 0 

20 #:©®jgfe«^R^!8PT«ft]t?»So 



(2) #U ±;v#t#©ftMK 

±ia©at)^i4bfctrtis* ganp h5^^*;^t 

25 2&#tf£E£j&**T?# GANP h7>X^x->^797, GANP h 

UU<Dmm— G££fcD©K:#*«, 7 5?aM>h&ffl^&Vii:fH 5-50 
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(FIAXzK^fbT;]/^ Z>)A7^a/t> K h 3 I/- h(TDM), 

1~10 UK $? £b< 2~3 m^^ff 5. ^bt,.i^OM0^e 6-60 B 
^ £ IP 3fc £6 fi? S'J S & (ELISAfenzyme-linked immunosorbent assay] X 
EIAtenzyme immunoassay]), #£Mf£^^$^?£(RIA[radioimmuno assay])^Tf 

15 ^©^«, triJlllffitfCD^U^n — ^;V^tfrCDRi&tt& ELISA £ T'iSt 



(3) 

20 fulB©c£5 {Cflsga^fc^jfr^ GANP h 9 >X^i^y t hi* #J 

tt0.05~2mgT$>§„7^aA>hibttt,7n^ > h^7^a/t> h (FCA), 
7 D-T > h^75?a/t> KFIA), 7KM'fbT;V^ — ^ AX^olA > K BCG, 
25 M/AD-X^T^3l/-h(TDM), U^#$f(LPS)> $/U ^7^aA*> 

j&^tf&ns^ feif*©M^f^©M#^e>, FCA h FIA t &jft^*3ii:T« 
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5 KB^&^MMIIQNS, £f£b< « 2~5 apaWK-r, 1-10 £?£b<«l~5 

mftm&fr 5o *it, in©MB^5 i~6o bi£> #p£b< a i~i4 



10 



is, * 



(b) mmm& 



15 ©JRffi-m HAT gftiSift (fc#3r1t>^>\ 7 5;yf'J>, ^5 5>>£^tT) 



# jfiF £ b 



<h LTli, M X. fc£ , P3-X63.Ag8(X63) , 



P3-X63.Ag8.Ul(P3Ul), P3/NS I/l-Ag4-l(NSlh Sp2/0-Agl4(Sp2/0)^©T^X 

^ x u-~?mmw%mfz> z. t. # %> . 5 x □ — vm©®^ tsf^tn 

Ifilil^t^^^ DMEM, RPMI-1640 mMfc£<7DWj%mMmt%t&tpX\ 1X106~ 

ixio 7 fH/mi (Difii^M^MMt 2xio 5 ~2xio 6 fl/ml ©$xn--?l§<i:^ 

25 ^^ji^J#ffi©TTM^SJ^^ff-5o MIi!-&{£5ft3!l<hbT\ 1000 



6000 h >(D) © # U X5P 1/ > ^ U 3 £ & Ji -T * H 1 75«T # £ c * 



ft- 
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(c) F— ^(DMWlRZS^a — -y^f 

IT, MISM«^M^-«^>-^^JfiLm#W RPMI-1640 igite^MS^fX 
£ bT^Wbfe>>x;l/^^*nS^3l±^®— g|S£S*b, ELISA, EIA, RIA 

M-&MMco^n-->^«, K|f*3R^^K:«kt)fT'5. gpi20 te9&v>KJSte£ 

(d) ^n— ^-;vtrc#:©M^ 

Sfc, Tig^J ttt, iS*±», i&**fflliaSb< X«J«*0Vi 

-r n * t> %> © 5 c 

ifflJ®*S*?£fc&^Tki, /W!/U F— 10%r>S>Mi^J&m^W RPMI-1640 

25 ^37^ 5%C0 2 a^) T7~14 BK^SIb, ^©JgatJhi*^ SSl'ft&flJt^f 
o 
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5 #©^UO^^§3ll:iliRbT, Xfez\nZ*mfr&t> J &Z>z\h\z£K>mM'tZ> 

(e) ^ u—r )vm^(D^m^(Dnm 

^ j z u~±)vmtu hiv ^Mfc^-r^ z. ^mmuit, &&t$ hiv ^-y 
15 m.^\zmt)^mm,, t-f£t)t>B.m£hm<D^n^n3rD<DCBRmm(Dmm\z 

It B M*#-T:*rL HIVK{*;g£M£#3i:bT, ^© V £ £T:#£>riT^ 

§'lf #^SMjtf5^#f^»T^At-^ C £ \z £ o TitS&&tt#L#£#-5> 21 £ 

20 RjfgT&^c 



(4) tfifcmfr, t hMfcirt^Xtet: Mb*rL#: 
±IE ©irE#: © Iff frS IX V © — *> W 0 15 ffl ft *C * £ , *tl# © if 

25 & i8c life b * F(ab')2, Fab\ Fab. Fv(variable fragment of antibody), 

sFv, dsFv(disulphide stabilized Fv)> ^ V* ^ dAb (single domain antibody) 

m&mf t>nz>o —*mffim*. VLCLmnsmmmt v H (hiipj^iw) &u> 

22 
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ts - -td •& v^«ie & o 

(complementarity determining region; CDR) § t: h nJ^M^fc^fit IT, 7 l/~ 

Variable region) V^T«^©#Mtt ^^Mm^mM ffi, «jfi«Jfc: 

(5)ia#:<D#tt 

T©(i)~(iv)©4>&< t 1 OCDftS^ftS. 
20 (i) HIV ©^ttJRfc&S^H-* 120kD ©5»^>/\° ^MJrCM gpl20 i:^LT, 
HIV ^4>?at"^)o 

(u) hiv \zmm^nr^mm<Dm:miz^^-r^ :^:j;ot ^^n^m^ 

(iii) gp 120(308-330) 0tiO / M< it)— ^©JLt: h — ^&KSIt" S« 
25 (iv) gp 120(308-330) M%£(D'J>f£<£h—%$\ZMls, ifiS H?n'|4(KD=l X 10"»(M) 
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in vitro -C HIV &MM£^~?Z> -&JS##*JgJ&3 tl* £ <h 0 , £©£-5 
3fe-&Jfi#», ^T^-f^^EMI-^oHIV © fp'efc f£ t) ^-TV^ SI M HIV 



6 . 



^^©iftfEfnttiftf*^ AIDS ©#fgtT?&S HIV ^MhVX, 



#fn£i2r£f£ffl£W*rsfc#K AIDS O^iXSfiffl 



10 itt^, $6K:ii^Wfci! : *$nsfi#*^tfBsiiiffi^*©^tB*tf*i«*r*c. 

i:ir r^^fcffw$n#?>m#:j I«^J, ^fl, JiS^J, JKB*5SI, 

g^j, &&m. mmm. -tm&u ttsnau hi*^ 

^&£l£«fc0S&5#, MMA — A^fcD, 10/*g lOOOrng^ 

#P£b< K* 10/i.g lOOrng 0liT*S4tl. Ct^T?t«*«, £©fgffl^|5g 
S$n« V>. #1^ 6 0kg it^t 5 U 7 hJ^ItBl! 

25 in vitro ®^1T1S5~5 0 Mg/mlt^?)«^^#<, 

¥«fctHt5fe 25~250mg <Dffi&tf'J>?3i< t B fflfcfa'Fft&T H 

24 



WO 2005/058963 



PCT/JP2004/003046 



5 T lkg#fi&fcDaMg~100mg©ftiJ-£T,£?£L< & 50 M g~50mg ©fij-rt^ 

^nHl/>^'J 3-;k^U x^i/>^U h-jk^U — 5 umm&. 



15 

20 m^m^mt^mm(Dm{^xi^(Dm^t^^m^Kj^\z^^xm^^^. its 



CI 



vtcffifamiz£vm.fa*(DBMhir%fam<Dm&mi£^%z\t\z£vif ? a 
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fcig-rji^T^&o iiMi^ibta, y jk%](Dm\mm. mx.\* elisa 

EIA?£> ^t^^SS'J3£fe(Pluoroimmunoassay : FIA), fc^fST 1 ^ 

^$'J^£(Luminescence immunoassay) 2: SrffiS flj ffl T £ £ £ #T # S » 

#»gi§©i«Sftteft#£f!lJH*r & £ <?; J; 9 > AIDS ^lilg©|g$JfMffi 

AIDS S#*SVittt: h U >/\°IBfl&£#A U Tfis® bfe AIDS ^^H&ft 
(SCID-Hu T^X) iC^f LT3£8fl£i9!#^ £ ft 5 >*• © HIV &£Vi«#^E 

^Jt^-T^ £ t «fc D , ^#*©JrtK©*SjlUT AIDS MltLT©li& 

«^T©(amtX(b)^ £>Sik£ft&d>& < 2: fc — OEUiSr^tTo 
(a) # Sg © ia #: X « ^ © Sffi #7 

±fH©«^M^©(t!i^ #^§J3©tfcffi£^jrr 
25 ot, mtewtz&Q tea ftrnzmm-rzw* *mm\%mmMte& 

o T PS 5£ $ ft 2> *> © T« & V i o 
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#miMM\%, mi%f&mzm^t>nz>ch<D&^Baib/c n^x, w£.m (wt) 

Vj7XStX GANP h^y^-J^—V Z> (Tg) T^^CD 3 a©^^7XiC, 

IT HIV <2^fB?£fWgiH#T#& HIV24NL43 (308-330) FS:^ 

5 V^T^ffllSifi^^fTTV^ ELISA&> Biacore \Z.£Z>®\felZT 7,2 U~ ->^*L^ R§ 

T, ELISA &$o<kZ$ Biacore &JB ^TzMtit&^M bfco 

GANP h7>^^'^ (Tg) 7<)^^6f Snfet/^n-t 

10 ©Jt«£&S#«j£#»iftV> , &0Tfc3: KD (KD = k diss / k ass) =9.90 X 10-n(M) 



MMffll : GANP h^>X> f 3in-/^ (Tg) T^XCffMH 
V^X^\©^Affljta^^, pLG — <D EcoRI 1M M£ 5.3 kb (D^OT, 

15 GANP jfifc^ £ # A l/Tfll/fc. I©^^^-[ihhM^n^UW>hn 
>X>A>1t— (2kb EcoRI y<7tf*> h) BMT©5I*^1 

ff o fee T^7 7v GANP ^ft cDNA £^t?$l4£'fb bfc pLG vector (Koike, M. et al. 
Int. Immunol. 7, 21-30 (1995)) * C57BL/6 "T^^OSJIlPlCT-f ^ D< 
20 ai^~>3>bfeo A DNA *3 «fc T © ^ ^ — RtfKJi&afc 

^ffl^T^AAfc^OMSl-^^TX^ U— — >tfh7t (01, JiA^;V) o El 
1 JirWW^ViT, 5.3kb tt ifiCD A > Htt GANP jlfe^O § . 

1-5' 7 7-^7- : 5'-TCCCGCCTTCCAGCT GTGAC-3' (ffi^J#-*t 7 ) 
1-3'^°^^ V— : 5'-GTGCTGCTGTGTTATGTCCT-3' (BB5tl#*t 8 ) 
25 : 
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DNA (50 ng/At I) 1 n I 

10x buffer 2. 0 u. 

2. 5 mM dNTP mix 2. 0 u- 

1-5' primer (10//.M) 0. 8 m 

1-3' primer (1 0 m M) 0. 8 m 

Z-Taq DNA polymerase 0. 1 ij. 

dH 2 0 13. 3 n I 



[98*0 5 sec; 59T: 5 sec ; 72°C 10 sec] X35i±-f^;i/ 
4°C 

5 

GANP mRNA (D^MffinM l/T V>£j&*gj&>H\ RT-PCR T5SS2Ufc. 

£ RNA ffMXttJftMt B *fflie^e> Trizol(Invitrogen)£Jl^Ttt£Bb, 

rt-pcr tt, 2 a©y^-r -7— l-s'&ffin-cfrv^ cdna ^-&^ufe 

(Kuwahara, K. et al., Blood 95,2321-2328(2000)) „ GANP ^^#I^T^D 
^©S&H, GANP h^>X> ? 3i-^^ T^XH, B Sfflfl&'Tr GANP ©ISflCDJi 

15 UiJSM 2 : JrL#:©f^^ 

(i) un 

(a) : Balb/c (WT) "T^Xi GANP 
^ (Tg) T^X 

(b) ^^irtM : HIV24NL43 ^ 7°^ FKLH3>ya — 3 > 

20 (c) ELISA #t JR : HIV24NL43 ^ 7°^ H (IB^J : CNNTRKSIRI QRGPGRAFVT 
IGKI (M3^J#-^9) ) 

(d)5XU--?ii : P3-X63.Ag8.Ul 
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(e) 2 Vk&W : HRP UWt&V? V IgG • A • M 

(2) jj-m 

5 IrC^ffi £ ELISA t T$JJ^ b o 

P3ui ^x.n~^mmt(DMmm'£i&Mw.vfr 0 GANP-Tg y^x©3$ 

IBHS^C^O^xlOS/^ai^fc^^cfc-S fcMJI^ ^n^ti, Balb/c ^^X: 5448 
D — >, If^M (WT) x"j?X : 1888 ^D->, GANP h ^ >X^o: — y ^ (Tg) 
10 : 2016 U — HAT igiiilte: Tig* bfco 

HAT Jg« 9 BW<Dmm±.^^m ^T, NL43 H ( 1 9 O g/mL) £ 

H+a^taMi: IT ELISA fe&Mffll>?t a GANP-Tg T<7X:fccfc^WT ©i§*ii?f 
®#iffl©^n^n^6, ELISA ©iSg^KlT 490nm SSt 1 ^ 1.50 D — > 

SrSfflb, HTig%fcTi7n-->^^^Mb7t 0 
15 HT i« 9 B^©ig«±tf£r/B^T, NL43 ^y"^ F ( 1 *7-T # O g/mL) £H 
ffi'fbfeiJM.h bT ELISA m^mmhr^Wz, Balb/c T^7X«3^U-> (ZU — 
: Bl-10, B2-24, B2-27) , (WT) ^^X(i9^U-> (^n->^ : 

Wl-2, Wl-7, Wl-8, Wl-10, Wl-21, Wl-43, Wl-45, Wl-63, WL84) , GANP h 
7 >X>^ — y ^ (Tg) V^Xte 8 £? n — >(^7 n — >ig :Gl-22, Gl-68, Gl-124, 
20 Gl-165, Gl-181, G2-231, G2-10, G2-25) ©A^f^U K — T&WSfcbifco 

^©•5^, G2-25 rAnti-NL43mono. Clone No. G2-25 A-f^U F-^ffij 

Jft^< &7fr3£ 1TB 1 4^116 (S${g#-St 305-8566) ) \Z, 2004 ^2 

ft 25 BttTFERM BP-08644 tUtWT, h :^#?H;:X:^HI^if f££ 
25 -So 

GANP-Tg WT O-en-^no^D- RPMI JM^Tig^b, $6 

fc, Ml?* SFMi&iftfcT**b, Protein G *f RtioT, fei^^ 
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F^y^o —)-)vmmM* £ ftm l ft . 

5 ffilL 

Jrif* © Hf Ptt &ffMfif & \Z&fc D ^ ELISA & t Biacore $?#r & l« V fz.. 

Sf, ELISA Sttt, HIV24NL43 H g/mL Sfn^nHffi 

fbSilIibT^V^ SfflJCT ll$IHIHfflfcb;fc.PBSTwee:u20afe*£«, 2.0%skim 
milk (:T7'0 y 3r>^£^JBL;fco £ 6fc PBSTween20 HHffiTStrt^ 
10 ^H^E/^D— ~)-)V%iW (0.457~1 ^ D g/mL) £rffiViT, t?ailTli 
rfBKJS^-ti-fco +h PBSTween20 HHP HSISi^^T, IgG • 

A • M tSItlT 1 ^raKJS^ii-^o S6fc, PBSTween20 Sfc# U tJVh7i 
- I/>> ? T^ XOPD) ICT 5#Pia3S63i3\ 2Ngf^B ^TS*S£#li: L-fc* 
©TfeSte, ELISA PLATE READER ^fflV^T, 490nm fcTSUtbfc. 
15 ELISA ©^JH^EI 2 fc^fo 

GANP-Tg 7|)XSI^5 H <hKl«fc D , g & T V* M ^ tl £W t" £ 3 0<Di5i#: 
^f^M^tlfc (0 2, ©3fcSE 1.4—2.1 „ utl6©t;^ U—jr)V%iyf<D9 

U — >&\%, WtzftB.<D^^m\Z Gl-181> G2-10, G2-25 T?fe^>o 
Biacore Sffl UT^a-fb^Wi^^^K^fe. 
20 Biacore £ «fc £ »*f te\ HIV24NL43 ^ ^ H & U # > HtUT Biacore ± > 

^-;i/irt#:&ffi^T, ^n^no^^iift (k ass ) , stjsjg^ii: (kdiss) , 

*lTilftHtO}S*ta5 flPHISSfc KD (KD = k diss / k ass) £ If fcH L- It » KD ^ 
25 Ji#(0SlflH4O*8'&Wflfia:bT, P — >0»«JtSfei: ELISA (T^JH^-ar 
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fl?St5£f& (M) 



Gl-181 

G2-10 

G2-25 



1.09X10-3 

9.90X10 11 

1.51X101° 



tfc#<Dm&&m&&m$°?ZM$ Biacore \Z&Z>&m.Ml£\Z£.Z>j5fe&&&(D 
KAaZLtfeBU^T^So Gl-181 ^n — >tt»«l3t»cl?tH , T?tt-€-na2l«Vii: 

io ^ n— ^;i4afttf^©fca£>fcfflVi£ Baib/c v^x^e>#e>tife*n: 

ftte* fl?Bt5tl&KD = 4.97X10-6~5.68X10"9 (M) fl&KftJttTJ&^SHfc©^ 
#b^#5Ii^Tff, Ptttn > h n— )V(Dm^m (WT) x"j7^tC*3ViTfe, 
$?it5tSfcKD = 2.81X10" 5 ~3.11X10- 9 (M) ©fgffl £T L?^# ni\ 

15 ^tl^lCf IT, GANP (Tg) ^7Jc£>^Tte, $?!lt5£ 

iCKD= 9.90X10-H (M) £ V> 5 £«foft#t# (G2-10) SH5Ct*«Tt, £ 

©SSfnttte, Baib/c v# gd # n — >a> 57 mtkm (WT) ^XOSlf&fc 

20 : ^n — ±)Vt?ift.h NL43 X>^D — 

±IBHJfiM 2 TfNftbfctfi HIV ^7°^ F(NL43)^y ^ p — ±;Mftftj^SJtiS<D 
NL43(HIV CDXMO-^ W^fOfc^UTin vitro T f£ £ ^ ~f £ ^ £ BJ! 



(i) un 
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(a) ifi HIV (NL43)SffiflSfrL# : 

Balb/c : 3^0 — > p — : Bl-10, B2-24, B2-27) , 

mtkM (WT) ^-j7X: 9^7D-> O — : Wl-2, Wl-7, Wl-8, Wl-10, 
5 Wl-21, Wl-43, Wl-45, Wl-63, Wl-84) 

GANP h^>X>?x-^i7 (Tg) ^^X:8^n — > n — : Gl-22, 

Gl-68, Gl-124, Gl-165, Gl-181, Gl-231, G2-10, G2-25) 

&Tz, MMtLX 70Z/3 2-28* 0.5j8;Rtf anti-CD19 £/HV*fc«, 

(b) 7 7X5 F^^- 

10 pLP-IRES2-EGFP (Clontech %h) , pLP-NL4-3 envelope-EGFP bfco 

— &m\,*Z>Z. L\Z£ tK RNAj&>&0 a W3tfe : ?(NL43) <h EGFP 

© «^ Plfg £ ft & <D T\ ^ £ jj^T SHIS (D & « 100% « NL43 * ^lif § . 

(c) le^ixsti 

Effectene Transfection Reagent (QIAGEN) bfco 
15 (d) 2^ia#: 

APC Sll-V^rift^^X IgG ifi#: (BD Pharmingen)£^jl bfc„ 
(2) 

^r^t^ll X>^P — 7°(NL43)©^gig^ ; &-^— f khM 

20 t apc m%k2$iffifc&)x.jfc2^ mmmm&m&TZo ^i:7d-^ h 

U— two-color fl¥*T*frV>, -eof^MCJ: B X>^d — ^ 

GFP3ie^©iHJ3a^©*A«, thMWMtt (293T*fflJ&) ^ 10 cm T 
4 S/VaC 400000 f@iff£\ 1 Bi§#bfc^ Effectene Transfection Reagent 
25 &m^s pLP-IRES2-EGFP (Clontech %h) Xte pLP"NL4"3-EGFP S^tl^tl 5 

MglAlL 36P#P B 1±g«bfcft, ite&IfeMSS^fi^ffofc. MS® 

lfe"fete> # 10Mg/mL ©irL HIV (NL43)ffM*TL#:^, APC if ft "V ^ £rC ^ ^ X IgG 
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^-ifCHIV^y $12— j-)Vtnfo(D2L>^U~7°^(Dl&&M%:, FACS Calibur £ 

m^x^nytmm (mfd zwiti-tzztiz^vmm^t^* 

( 3 ) jfSp;^: 

5 ^7yM©^$0 4^0 5 o H4W5^ GFP !§tt(+)£l^ 

fe©T*-5o #^^37«^ pLP-NL4-3 envelope-EGFP £^A£i±fc&Bfl£^&^ 
T, GFP miiXCD APC ¥&)igyt$&m (MFI) ^iSV^5t\ I>^n- 7°lzm?J) 
CM^tS^t^^to ^7^-fe-< GANP h7>Xyx-7^ (Tg) 

10 ~?V7,\Z&\^X^Ulstz.=EJ 9 n — j-)l/tnfa (09*.fe£ Gl-22, Gl-68, G2-10, 

G2-25^n — » x>^n — y-\©M-&fg^^-r§^ <h/^fo^feo 



15 Hiv-i )V7>(Dmm%:m.±'r : z>mt}&^'r&fr&mm-r %>tz.mz, th cd4 
(i) un 

(a) fci HIV (NL43)*SMfel#: 

UMll 4 Xm ^fc&ffi HIV(NL43)ff Mtfifo b fco ^ 7t , MM b. UT 70Z/3 
20 2-28 0.5/3 Srffl^fCo 

(b) HIV-1 

^MlHbbTc^JJMSl&af 10%£»Lfc RPMI-1640 mm\ZX PM1 M^Ji^fi 

(c) /32f^ h->y-ifMffi^^ h 

25 /3 ^7 ^ ^7 h ~>^— if ^tB^P y h Galacto-star(TROPIX) b fc., X-f X 1 ^ 

-r;vx^^Pi± (rpmmi) mm\z^x, cd4 ibj3£(magi/ccr5) 

frt>m±-£tlZ> Pfi^Z bz/&—~ (Reed-Muench £JE 
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(2) 

CD4 m m (MAGI/C CR5) fclBifctlLfcgL — ^.(DJL-iX^^JVX^M^-^^^ 
M\Z, ?j)tltf^f£Z>tfi HIV (NL43)ISStrL#:^±f2 MAGI/CCR5 MKl$> B ^ C 

10 § 21 1& pJt^i-r^o MAGI/CCR5 JfflBBlCj;S : JH)BlftfcfK:<k D , ifsJp-T £ ^ ;V 

50%iH** (TCID50) ^ggitT, 500 ch^^bfeo 
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G2-10 


50^ g/inL 


98.2°/6±1.2 


5 11 g/mL 


93.5°/^ ±1.7 


0.5 u g/mL 


70.9°/6±9.7 


G2-25 


50 m g/mL 


101.2«%±0.4 


5 li g/mL 


97.6^±1.6 


0.5 ii g/mL 


86.39^ + 2.4 


0.5 jS 


0.5 ii g/mL 


86.5^ ±3.0 
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f^M^nfet LTffil/iTV^in;#: (0.5/3) ^ffiV^fe (H 2797099 ^if) „ 0.5 
13 CO 0.5/zg/mL \Z& V>T© p£ f P f£ '14 1£ * it 86.5 + 3.0 lCR.8;&*, JtflB 2 ^U->, 
G2-25 fc43tt& in vitro ^l&lktg+m, ^©irttt (0.5/3) <h|WJ#£fc« 

10 fnK±?ftatv^«. 

jmid^fbT, I?3eM (WT) T^^fcfeViTf^ltbfc 9 ^ n — XDi*®^ 
*P?g'I4^ iS^S 0.5 U g/mL tC*5 V^T & t h E <b tlfcfr o fc 0 

I*I#S{?!J4W5 (DiSmt, GANP h7>Xyx^yi? (Tg) Vj7X-T#MLfe 
JriX^X^y^H (NL43) ^ D — ±;i/iri#^\ ^BKlC in vitro 7? HIV- 1 ^7 

KD H (9.90X10-H) &**r -M^tl) t j eO^SlFI , >'l' i 

JteT-a- L $c tf % Z\ t CO £ iftf^Pttfcif* & £ £ V> -5 ,&7?& 3 (3H«J 

3) . 

hi v- 1 # -r ; v x © it &=f- ib m ^ & m *r & ^ x° h ib 50 * s ^ st l & 31 # © ^ 
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t fir a*r s - 1 % & o 

^txe>©^C7XtrL Hiv-i ^n-^-;vmf*«> (a)^-r fse^jk: 

W&WfciftSfttetfittTfcSEt, (b)HIKfCin vitro T HIV-1 £7^f J|/XI>^ 
10 P-y^L/Tl5^t§ £ <h, (c)in vitro T<£>fcl h CD 4 PJH'^BJS^GD HIV-1 t> 

is ganp h^>x> ? ^-^^ (T g ) vj7x^fflVixoi-r x^-r;vx©^^Ka±f^ 
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Mr ^< cd 46 H 

I. HIV (D g P 120 «^>/^R£*t'&U #BIJ£SCJ&* KD=1.0X10"9(M) 
5 2. gpl20lS^>A^M©'5^^ 308-330 f @®7S ^ StlB^J©^^ < ife— g& 

3 . H 308-330 #|©75 / MB BE 6 i^$tl§ % ©^r^^if 2 

IB it © trt # X « © |ff M* o 

5. §f6##?&* FERM BP-08644 T?»«;W^U F~ V*fflfla \Z X) 

hiv <d gpi2o > n z mzn-r it ; 2 n— ±)v$Kw.jLi& : £<Dm¥\o 

8. FERM BP-08644 HIV <D gpl20 >/N 0 ^M^^-T £ 

20 9. GANP h5>^^i=*;^t hifclUM&X&^CD^BR*, BB^J#-^6t^ 

#XR^©»rM-cD8lj6:#fe. 

II. W^l~5©^Tn^ l^^fE«©ift#:Xtt^-©ifM-, XtfillJjfcB 6 IB 
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12. ^'l4^^^f»©^^^Tfe^if^^ 1 lfBm©E^f«^lc 

13. matm i - 5 ©^m^ i mizmm(Dm^v< te^©»rtf\ xaif*^ 

6 |E«c©b hSHtla^L < teh hjn#:SL < J^-en h CO llf it <h , HIV CO 

14. |f^^ 1 ~ 5 O^ftl^ 1 ^^!BmcDirL#:Xa^(Dl|fjt^ Wilt ^31 6 IB 
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< 1 1 0> Kumamoto Technology & Industry Foundation 

<120> anti-HIV antibody 

<130> P03-0180 PCT 

<150> JP 2003-418655 
<151> 2003-12-18 

<160> 9 

<170> Patentln version 3. 2 

<210> 1 

<211> 6429 

<212> DNA 

* 

<2 13> Mus musclus 
<220> 

<221> CDS 

<222> (384). . (6299) 

<400> 1 

gttgcggtgc ggtgggcccg gtagaggctg cacgcagact gtgggcgagc acaagcgctg 60 

gcgacagtgg ccgtatctgg cggacttgct cctccctccg cggcctccgc tgtcccttgt 120 

gtctttgccg agttgctgaa ggccttcact agtcttcgct cgaaggcgtc tgttaaccta 180 

gcggccggct tccggagtgt taagcatcgg ggataaaaag ctattatttc tagaccaggg 240 

catcgcaagt tcgagttacc gggagaaaaa tgagatggtc atcctgagga tgaaggagag 300 

cttcccctgg caacagataa tttaaagagg agagctactt gtgtatagtc catatttatt 360 
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gccttcagat aattggcttg aag atg cac ccg gtg aac ccc ttc gga ggc age 413 

Met His Pro Val Asn Pro Phe Gly Gly Ser 
1 5 10 

age cca agt get ttt gcg gta tct tec age ace acg gga aca tat cag 461 

Ser Pro Ser Ala Phe Ala Val Ser Ser Ser Thr Thr Gly Thr Tyr Gin 

15 20 25 

act aaa tea cca ttt cga ttt ggc cag cct tec ctt ttt gga cag aac 509 

Thr Lys Ser Pro Phe Arg Phe Gly Gin Pro Ser Leu Phe Gly Gin Asn 

30 35 40 

age aca ccc age aag age ctg gcg ttt tea caa gta cca age ttt gca 557 

Ser Thr Pro Ser Lys Ser Leu Ala Phe Ser Gin Val Pro Ser Phe Ala 
45 50 55 

aca ccc tct gga gga age cat tct tec tec ttg cea gca ttt gga etc 605 

Thr Pro Ser Gly Gly Ser His Ser Ser Ser Leu Pro Ala Phe Gly Leu 

60 65 70 

ace caa ace tea agt gtg gga etc ttc tct agt etc gaa tec aca cct 653 

Thr Gin Thr Ser Ser Val Gly Leu Phe Ser Ser Leu Glu Ser Thr Pro 

75 80 85 90 

tct ttc gca get act teg agt tec tct gtg ccc ggc aat acg gca ttc 701 

Ser Phe Ala Ala Thr Ser Ser Ser Ser Val Pro Gly Asn Thr Ala Phe 

95 100 105 

age ttt aag tea ace tct age gtt ggg gtt ttc cca agt ggc get act 749 

Ser Phe Lys Ser Thr Ser Ser Val Gly Val Phe Pro Ser Gly Ala Thr 

110 115 120 

ttt ggg cca gaa ace gga gaa gta gca ggt tct ggc ttt egg aag acg 797 

Phe Gly Pro Glu Thr Gly Glu Val Ala Gly Ser Gly Phe Arg Lys Thr 
125 130 135 

gaa ttc aag ttt aaa cct ctg gaa aat gca gtc ttc aaa ccg ata ccg 845 

Glu Phe Lys Phe Lys Pro Leu Glu Asn Ala Val Phe Lys Pro He Pro 
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ggg cct gag tea gag cca gaa aaa acc cag age cag att tct tct gga 
Gly Pro Glu Ser Glu Pro Glu Lys Thr Gin Ser Gin He Ser Ser Gly 
155 160 165 170 



893 



ttt ttt aca ttt tec cat ccc gtt ggt age ggg tct gga ggc ctg acc 
Phe Phe Thr Phe Ser His Pro Val Gly Ser Gly Ser Gly Gly Leu Thr 

175 180 185 



941 



cct ttt tct ttc cca cag gtg aca aat agt teg gtg act age tea agt 
Pro Phe Ser Phe Pro Gin Val Thr Asn Ser Ser Val Thr Ser Ser Ser 

190 195 200 



989 



ttt ate ttt teg aaa cca gtt act agt aat act cct gec ttt gec tct 
Phe He Phe Ser Lys Pro Val Thr Ser Asn Thr Pro Ala Phe Ala Ser 
205 210 215 



1037 



cct ttg tct aac caa aat gta gaa gaa gag aag agg gtt tct acg tea 
Pro Leu Ser Asn Gin Asn Val Glu Glu Glu Lys Arg Val Ser Thr Ser 
220 225 230 



1085 



gcg ttt gga age tea aac agt age ttc agt act. ttc ccc aca gcg tea 
Ala Phe Gly Ser Ser Asn Ser Ser Phe Ser Thr Phe Pro Thr Ala Ser 
235 240 245 250 



1133 



cca gga tct ttg ggg gag ccc ttc cca get aac aaa cca age etc cgc 
Pro Gly Ser Leu Gly Glu Pro Phe Pro Ala Asn Lys Pro Ser Leu Arg 

255 260 265 



1181 



caa gga tgt gag gaa gee ate tec cag gtg gag cca ctt ccc acc etc 
Gin Gly Cys Glu Glu Ala He Ser Gin Val Glu Pro Leu Pro Thr Leu 

270 275 280 



1229 



atg aag gga tta aag agg aaa gag gac cag gat cgc tec ccg agg aga 
Met Lys Gly Leu Lys Arg Lys Glu Asp Gin Asp Arg Ser Pro Arg Arg 
285 290 295 



1277 
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cat tgc cac gag gca gca gaa gac cct gat ccc ctg tec agg ggc gac 1325 

His Cys His Glu Ala Ala Glu Asp Pro Asp Pro Leu Ser Arg Gly Asp 

300 305 310 

cat ccc cca gat aaa egg cca gtc cgc etc aac aga ccc egg gga ggt 1373 

His Pro Pro Asp Lys Arg Pro Val Arg Leu Asn Arg Pro Arg Gly Gly 

3 15 320 325 33 0 

act ttg ttt ggc egg aca ata cag gag gtc ttc aaa age aat aaa gag 1421 

Thr Leu Phe Gly Arg Thr lie Gin Glu Val Phe Lys Ser Asn Lys Glu 

335 340 345 

gca ggc cgc ctg ggc age aag gaa tec aag gag agt ggc ttt gcg gaa 1469 

Ala Gly Arg Leu Gly Ser Lys Glu Ser Lys Glu Ser Gly Phe Ala Glu 

350 355 360 

cct ggg gaa agt gac cac gcg gee gtc cca gga ggg agt cag tec acc 1517 

Pro Gly Glu Ser Asp His Ala Ala Val Pro Gly Gly Ser Gin Ser Thr 

365 370 375 

atg gta cct tec cgc ctt cca get gtg act aaa gag gaa gaa gaa agt 1565 

Met Val Pro Ser Arg Leu Pro Ala Val Thr Lys Glu Glu Glu Glu Ser 

380 385 390 

aga gat gag aaa gaa gat tct etc agg gga aag tct gtg cgc cag agt 1613 

Arg Asp Glu Lys Glu Asp Ser Leu Arg Gly Lys Ser Val Arg Gin Ser 

395 400 405 41 0 

aag cga agg gaa gag tgg ate tac age etc ggg ggc gtg tct tct tta 1661 

Lys Arg Arg Glu Glu Trp He Tyr Ser Leu Gly Gly Val Ser Ser Leu 

415 420 425 

gag etc aca gee ate cag tgc aag aac ate ccc gac tac etc aac gac 1709 

Glu Leu Thr Ala He Gin Cys Lys Asn He Pro Asp Tyr Leu Asn Asp 

430 435 440 

aga gee ate ctg gag aaa cac ttc age aaa ate get aaa gtc cag egg 1757 

Arg Ala He Leu Glu Lys His Phe Ser Lys He Ala Lys Val Gin Arg 
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445 450 455 

gtc ttc acc aga cgc age aag aag etc gee gtg att cat ttt ttc gac 1805 

Val Phe Thr Arg Arg Ser Lys Lys Leu Ala Val lie His Phe Phe Asp 
460 465 470 

cac gca teg gca gee ctg get agg aag aag ggg aaa ggt ctg cat aag 1853 

His Ala Ser Ala Ala Leu Ala Arg Lys Lys Gly Lys Gly Leu His Lys 

475 480 485 490 

gac gtg gtt ate ttt tgg cac aag aag aaa ata agt ccc age aag aaa 1901 

Asp Val Val He Phe Trp His Lys Lys Lys He Ser Pro Ser Lys Lys 

495 500 505 

etc ttt ccc ctg aag gag aag ctt ggt gag agt gaa gec age cag ggc 1949 

Leu Phe Pro Leu Lys Glu Lys Leu Gly Glu Ser Glu Ala Ser Gin Gly 

510 515 520 

ate gag gac tec ccc ttt cag cac teg cct etc age aag ccc ate gtg 1997 

He Glu Asp Ser Pro Phe Gin His Ser Pro Leu Ser Lys Pro He Val 

525 530 535 

agg cct gca gec ggc age etc etc age aaa age tct cca gtg aag aag 2045 

Arg Pro Ala Ala Gly Ser Leu Leu Ser Lys Ser Ser Pro Val Lys Lys 
540 545 550 

ccg agt ctt ctg aag atg cac cag ttt gag gcg gat cct ttt gac tct 2093 

Pro Ser Leu Leu Lys Met His Gin Phe Glu Ala Asp Pro Phe Asp Ser 

555 560 565 570 

gga tct gag ggc tec gag ggc ctt ggt tct tgc gtg tea tct ctt age 2141 

Gly Ser Glu Gly Ser Glu Gly Leu Gly Ser Cys Val Ser Ser Leu Ser 

575 580 585 

acc ctg ata ggg act gtg gca gac aca tct gag gag aag tac cgc ctt 2189 

Thr Leu He Gly Thr Val Ala Asp Thr Ser Glu Glu Lys Tyr Arg Leu 

590 595 600 
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ctg gac cag aga gac cgc ate atg egg caa get cga gtg aag agg acg 2237 
Leu Asp Gin Arg Asp Arg He Met Arg Gin Ala Arg Val Lys Arg Thr 
605 610 615 

gac ctg gac aaa gec agg gca ttt gtt ggg act tgc cct gac atg tgt 2285 
Asp Leu Asp Lys Ala Arg Ala Phe Val Gly Thr Cys Pro Asp Met Cys 
620 625 630 

ccc gag aag gag egg tac ttg agg gag acc egg age cag ctg age gtg 2333 
Pro Glu Lys Glu Arg Tyr Leu Arg Glu Thr Arg Ser Gin Leu Ser Val 
635 640 645 650 

ttt gaa gtt gtc cca ggg act gac cag gtg gac cat gca gca gec gtg 2381 
Phe Glu Val Val Pro Gly Thr Asp Gin Val Asp His Ala Ala Ala Val 

655 660 665 

aag gag tac age egg tec tct gca gat cag gag gag ccc ctg cca cat 2429 
Lys Glu Tyr Ser Arg Ser Ser Ala Asp Gin Glu Glu Pro Leu Pro His 

670 675 680 

gag ctg aga ccc tea gca gtt etc age agg acc atg gac tac ctg gtg 2477 
Glu Leu Arg Pro Ser Ala Val Leu Ser Arg Thr Met Asp Tyr Leu Val 
685 690 695 

acc cag ate atg gac caa aag gaa ggc age ctt egg gat tgg tat gac 2525 
Thr Gin He Met Asp Gin Lys Glu Gly Ser Leu Arg Asp Trp Tyr Asp 
700 705 710 

ttc gtg tgg aac cgc acc egg ggt ata egg aag gac ata aca cag cag 2573 
Phe Val Trp Asn Arg Thr Arg Gly He Arg Lys Asp He Thr Gin Gin 
715 720 725 730 

cac etc tgt gat ccc ctg acg gtg tct ctg ate gag aag tgt acc cga 2621 
His Leu Cys Asp Pro Leu Thr Val Ser Leu He Glu Lys Cys Thr Arg 

735 740 745 

ttt cac att cac tgt gee cac ttt atg tgt gag gag cct atg tct tec 2669 
Phe His He His Cys Ala His Phe Met Cys Glu Glu Pro Met Ser Ser 



6/64 



WO 2005/058963 



PCT/JP2004/003046 



ttt gat gcc 
Phe Asp Ala 
765 

ctg aag gag 
Leu Lys Glu 
780 

agt gaa gca 
Ser Glu Ala 
795 

gga gac att 
Gly Asp He 



tec cca gag 
Ser Pro Glu 

aat aat ttt 
Asn Asn Phe 
845 

aat gcg tgc 
Asn Ala Cys 
860 

etc egg gca 
Leu Arg Ala 
875 

gtc ttc ccc 
Val Phe Pro 



750 

aag ate aac 
Lys He Asn 

atg tac cag 
Met Tyr Gin 



gag ttt cag 
Glu Phe Gin 
800 

ttg aga gaa 
Leu Arg Glu 
815 

gtg aac ttc 
Val Asn Phe 
830 

gtg aga ttt 
Val Arg Phe 

ctg tta cac 
Leu Leu His 

etc aat gtt 
Leu Asn Val 
880 

ctg gat ggt 
Leu Asp Gly 
895 



755 

aat gag aac 
Asn Glu Asn 
770 

gac ctg agg 
Asp Leu Arg 
785 

ggc tac aat 
Gly Tyr Asn 



gtg cag cag 
Val Gin Gin 



get gtc cag 
Ala Val Gin 
835 

ttc aaa ctg 
Phe Lys Leu 
850 

tgt tac ttt 
Cys Tyr Phe 
865 

get tat act 
Ala Tyr Thr 



gtc gtc cgc 
Val Val Arg 



atg acc aag 
Met Thr Lys 



aac aag ggt 
Asn Lys Gly 
790 

gtc ctg ctt 
Val Leu Leu 
805 

ttc cac cct 

Phe His Pro 
820 

get ttt get 

Ala Phe Ala 



gtt cag tea 
Val Gin Ser 



aat cag ate 
Asn Gin lie 
870 

gta age aca 
Val Ser Thr 
885 

atg ctg ctg 
Met Leu Leu 
900 



760 

tgt eta cag 
Cys Leu Gin 
775 

gtt ttt tgt 
Val Phe Cys 

aat etc aac 
Asn Leu Asn 

gac gtt agg 
Asp Val Arg 
825 

gca ttg aac 
Ala Leu Asn 
840 

get tct tac 
Ala Ser Tyr 
855 

cgc aag gat 
Arg Lys Asp 

cag cgc tct 
Gin Arg Ser 

ttc aga gat 
Phe Arg Asp 
905 



agt 2717 
Ser 



gcc 2765 
Ala 

aaa 2813 

Lys 

810 

aac 2861 
Asn 

age 2909 
Ser 

ctg 2957 
Leu 

gcc 3005 
Ala 



acc 3053 

Thr 

890 

agt 3101 
Ser 
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gaa gag gcg aca aac ttc etc aat tac cat ggc etc act gta get gat 3149 
Glu Glu Ala Thr Asn Phe Leu Asn Tyr His Gly Leu Thr Val Ala Asp 

910 915 920 

ggc tgt gtt gag ctg aat egg teg gca ttc ttg gaa ccg gag gga tta 3197 
Gly Cys Val Glu Leu Asn Arg Ser Ala Phe Leu Glu Pro Glu Gly Leu 
925 930 935 

tgc aag gec agg aag tea gtg ttt att ggc egg aag ctg acg gtg tea 3245 
Cys Lys Ala Arg Lys Ser Val Phe He Gly Arg Lys Leu Thr Val Ser 
940 945 950 

gtt ggg gaa gtt gtg aat gga ggg ccg ttg ccc cct gtt cct cgc cat 3293 
Val Gly Glu Val Val Asn Gly Gly Pro Leu Pro Pro Val Pro Arg His 
955 960 965 970 

aca cct gtg tgc age ttc aac tec cag aat aag tac gtt gga gag age 3341 
Thr Pro Val Cys Ser Phe Asn Ser Gin Asn Lys Tyr Val Gly Glu Ser 

975 980 985 

ctg get acg gag ctg ccc ate age act cag aga get ggt gga gac cca 3389 
Leu Ala Thr Glu Leu Pro He Ser Thr Gin Arg Ala Gly Gly Asp Pro 

990 995 1000 

gca ggt ggt ggc aga gga gag gac tgt gag gca gag gtg gac ttg 3434 
Ala Gly Gly Gly Arg Gly Glu Asp Cys Glu Ala Glu Val Asp Leu 
1005 1010 1015 

cca aca ttg gcg gtc etc cca cag ccg cct cct gca tec tea gee 3479 
Pro Thr Leu Ala Val Leu Pro Gin Pro Pro Pro Ala Ser Ser Ala 
1020 1025 1030 

acg ccg gcg ctt cat gtc cag cca ctg gec cca gee gca gca ccc 3524 
Thr Pro Ala Leu His Val Gin Pro Leu Ala Pro Ala Ala Ala Pro 
1035 1040 1045 

age ctt etc cag gec tec acg cag cct gag gtg ctg ctt cca aag 3569 
Ser Leu Leu Gin Ala Ser Thr Gin Pro Glu Val Leu Leu Pro Lys 
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1050 



1055 



1060 
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cct gcg cct gtg tac tct gac teg gac ctg gta cag gtg gtg gac 
Pro Ala Pro Val Tyr Ser Asp Ser Asp Leu Val Gin Val Val Asp 
1065 1070 107 5 



3614 



gag etc ate cag gag get ctg caa gtg gac tgt gag gaa gtc age 
Glu Leu He Gin Glu Ala Leu Gin Val Asp Cys Glu Glii Val Ser 
1080 1085 109 0 



3659 



tec get ggg gca gee tac gta gee gca get ctg ggc gtt tec aat 
Ser Ala Gly Ala Ala Tyr Val Ala Ala Ala Leu Gly Val Ser Asn 
1095 1 100 1 10 5 



3704 



get get gtg gag gat ctg att act get gcg ace acg ggc att ctg 
Ala Ala Val Glu Asp Leu He Thr Ala Ala Thr Thr Gly He Leu 
1110 1115 1120 



3749 



agg cac gtt gee get gag gaa gtt tec atg gaa agg cag aga eta 
Arg His Val Ala Ala Glu Glu Val Ser Met Glu Arg Gin Arg Leu 
1 125 1 130 1 13 5 



3794 



gag gaa gag aag caa cga get gag gag gaa egg ttg aag- caa gag 
Glu Glu Glu Lys Gin Arg Ala Glu Glu Glu Arg Leu Lys Gin Glu 
1 140 1145 1 15 0 



3839 



aga gaa ctg atg tta act cag ctg age gag ggt ctg gec gca gag 
Arg Glu Leu Met Leu Thr Gin Leu Ser Glu Gly Leu Ala Ala Glu 
1 155 1 160 1 16 5 



3884 



ctg aca gaa etc acg gtg aca gag tgt gtg tgg gaa acc tgc tct 
Leu Thr Glu Leu Thr Val Thr Glu Cys Val Trp Glu Thr Cys Ser 
1170 1 175 1 180 



3929 



cag gag eta cag agt gca gta aaa ata gac cag aag gtc cgt gtg 
Gin Glu Leu Gin Ser Ala Val Lys He Asp Gin Lys Val Arg Val 
1 185 1190 1 19 5 



3974 
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gcc cgc tgt tgt gaa gcc gtc tgt gca cac ctg gtg gat ttg ttt 4019 
Ala Arg Cys Cys Glu Ala Val Cys Ala His Leu Val Asp Leu Phe 
1200 1205 1210 

ctt get gag gaa att ttc cag act gca aaa gag aca etc cag gaa 4064 
Leu Ala Glu Glu He Phe Gin Thr Ala Lys Glu Thr Leu Gin Glu 
1215 1220 1225 

etc cag tgt ttc tgc aag tat eta caa egg tgg agg gag get gtt 4109 
Leu Gin Cys Phe Cys Lys Tyr Leu Gin Arg Trp Arg Glu Ala Val 
1230 1235 1240 

gca get egg aag aaa ttc egg cgt cag atg egg gcc ttc cct gca 4154 
Ala Ala Arg Lys Lys Phe Arg Arg Gin Met Arg Ala Phe Pro Ala 
1245 1250 1255 

gcg cca tgc tgt gtg gat gtg aat gac egg ctg cag gca eta gtg 4199 
Ala Pro Cys Cys Val Asp Val Asn Asp Arg Leu Gin Ala Leu Val 
1260 1265 1270 

ccc age gca gag tgc ccc att act gag gag aac ctg gcc aag ggt 4244 
Pro Ser Ala Glu Cys Pro He Thr Glu Glu Asn Leu Ala Lys Gly 
1275 1280 1285 

ctt ttg gac ctg ggc cac gca ggc aaa gta ggc gtc tec tgt acc 4289 
Leu Leu Asp Leu Gly His Ala Gly Lys Val Gly Val Ser Cys Thr 
1290 1295 1300 

agg ttg agg egg ctt aga aac aag aca get cac cag ata aag gtc 4334 
Arg Leu Arg Arg Leu Arg Asn Lys Thr Ala His Gin He Lys Val 
1305 1310 1315 

cag cac ttc cac cag cag ctg ctg agg aat get gca tgg gca cct 4379 
Gin His Phe His Gin Gin Leu Leu Arg Asn Ala Ala Trp Ala Pro 
1320 1325 1330 

ctg gac ctg cca tec att gtg tct gag cac etc ccc atg aag cag 4424 
Leu Asp Leu Pro Ser He Val Ser Glu His Leu Pro Met Lys Gin 
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1335 

aag cga agg ttt tgg aaa 
Lys Arg Arg Phe Trp Lys 
1350 

gag cag act cca gag agt 
Glu Gin Thr Pro Glu Ser 
1365 

aag gtc aaa ttc aca gga 
Lys Val Lys Phe Thr Gly 
1380 

gat aat get ggt gat ate 
Asp Asn Ala Gly Asp He 
1395 

agt agt aaa ggg gat caa 
Ser Ser Lys Gly Asp Gin 
1410 

gtg get cat ggc ace ctt 
Val Ala His Gly Thr Leu 
1425 

acc cag aag gac ctg ttg 
Thr Gin Lys Asp Leu Leu 
1440 

ccc ccg aaa gtg aag agt 
Pro Pro Lys Val Lys Ser 
1455 

tgg ctg teg get tta ctg 
Trp Leu Ser Ala Leu Leu 
1470 



1340 

ctg gtg ctg gtg ttg cct 
Leu Val Leu Val Leu Pro 
1355 

cct ggc aga ata eta gaa 
Pro Gly Arg He Leu Glu 
1370 

gat gac age atg gtg ggt 
Asp Asp Ser Met Val Gly 
1385 

cag acc etc tea gtc ttt 
Gin Thr Leu Ser Val Phe 
1400 

aca gtt tct gtc aac gtg 
Thr Val Ser Val Asn Val 
1415 

agt gac agt gee ctt gat 
Ser Asp Ser Ala Leu Asp 
1430 

gga acc agt ggg etc atg 
Gly Thr Ser Gly Leu Met 
1445 

gag gag gtg gca gag gag 
Glu Glu Val Ala Glu Glu 
1460 

cag etc aag cag ctt ctg 
Gin Leu Lys Gin Leu Leu 
1475 
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1345 

gat gtg gaa 4469 

Asp Val Glu 

1360 

aac tgg eta 4514 

Asn Trp Leu 

1375 

gac ata gga 4559 

Asp He Gly 

1390 

aat aca ctt 4604 

Asn Thr Leu 

1405 

tgt ata aag 4649 

Cys He Lys 

1420 

get gtg gag 4694 

Ala Val Glu 

1435 

ctg ctg ctt 4739 

Leu Leu Leu 

1450 

gaa ctg tec 4784 

Glu Leu Ser 

1465 

cag gee aag 4829 

Gin Ala Lys 

1480 
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ccc ttc cag cct 
Pro Phe Gin Pro 
1485 

aga ggg gac tec 
Arg Gly Asp Ser 
1500 

cag gat ttg gtt 
Gin Asp Leu Val 
1515 

gag att cct gac 
Glu lie Pro Asp 
1530 

tct gga gca gtc 
Ser Gly Ala Val 
1545 

gac ctt tgc tgc 
Asp Leu Cys Cys 
1560 

age cgc gag ttc 
Ser Arg Glu Phe 
1575 

cgc ctg get age 
Arg Leu Ala Ser 
1590 

ttg ttc aac agt 
Leu Phe Asn Ser 
1605 

gag cag ctg tgt 
Glu Gin Leu Cys 



gec ctg ccg ctg gtg gtc etc 
Ala Leu Pro Leu Val Val Leu 

1490 

gcg ggg agg gca gta gag gac 
Ala Gly Arg Ala Val Glu Asp 

1505 

tea gec aag ctg att tec gat 
Ser Ala Lys Leu He Ser Asp 

1520 

tct gtt aat gat tta caa ggc 
Ser Val Asn Asp Leu Gin Gly 

1535 

cag tgg ctg ate tec gga tgt 
Gin Trp Leu He Ser Gly Cys 

1550 

cag ace ctt gtt cag tat gtt 
Gin Thr Leu Val Gin Tyr Val 

1565 

age egt egg ttt ttc cac gac 
Ser Arg Arg Phe Phe His Asp 

1580 

ctg ccc tec cag gag cct age 
Leu Pro Ser Gin Glu Pro Ser 

1595 

gtg ctg cag ttc ctg gec tct 
Val Leu Gin Phe Leu Ala Ser 

1610 

gac ate tec tgg cct gtc atg 
Asp He Ser Trp Pro Val Met 
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gtg ccc age tec 4874 
Val Pro Ser Ser 
1495 

ggt ctg atg tta 4919 
Gly Leu Met Leu 
1510 

tac att gtt gtt 4964 
Tyr lie Val Val 
1525 

aca gtg aag gtt 5009 
Thr Val Lys Val 
1540 

cct caa gee eta 5054 
Pro Gin Ala Leu 
1555 

gag gat ggg ate 5099 
Glu Asp Gly He 
1570 

agg aga gag agg 5144 
Arg Arg Glu Arg 
1585 

ace att att gag 5189 
Thr He He Glu 
1600 

gtg gta tec tct 5234 
Val Val Ser Ser 
1615 

gaa ttt gee gaa 5279 
Glu Phe Ala Glu 
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1620 



1625 



1630 
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gtg gga ggc age cag ctg ctt cct cac ctg cac tgg aac tea cca 
Val Gly Gly Ser Gin Leu Leu Pro His Leu His Trp Asn Ser Pro 
1635 1640 1645 



5324 



gag cat eta gcg tgg ctg aaa caa get gtg ctt ggg ttc cag ctt 
Glu His Leu Ala Trp Leu Lys Gin Ala Val Leu Gly Phe Gin Leu 
1650 1655 1660 



5369 



cca cag atg gac ctt cca ccc cca ggg gec ccc tgg etc cct gtg 
Pro Gin Met Asp Leu Pro Pro Pro Gly Ala Pro Trp Leu Pro Val 
1665 1670 1675 



5414 



tgt tec atg gtc att cag tac acc tec cag att ccc age tea age 
Cys Ser Met Val He Gin Tyr Thr Ser Gin He Pro Ser Ser Ser 
1680 1685 1690 



5459 



cag aca cag cct gtc etc cag tec cag gcg gag aac ctg ctg tgc 
Gin Thr Gin Pro Val Leu Gin Ser Gin Ala Glu Asn Leu Leu Cys 
1695 1700 1705 



5504 



aga aca tac cag aag tgg aag aac aag age etc tct cca ggc cag 
Arg Thr Tyr Gin Lys Trp Lys Asn Lys Ser Leu Ser Pro Gly Gin 
1710 1715 1720 



5549 



gag ttg ggg cct tct gtt gec gag ate ccg tgg gat gac ate ate 
Glu Leu Gly Pro Ser Val Ala Glu He Pro Trp Asp Asp He He 
1725 1730 1735 



5594 



acc tta tgc ate aat cat aag ctg agg gac tgg aca ccc ccc agg 
Thr Leu Cys He Asn His Lys Leu Arg Asp Trp Thr Pro Pro Arg 
1740 1745 1750 



5639 



etc cct gtc aca tta gag gcg ctg agt gaa gat ggt caa ata tgt 
Leu Pro Val Thr Leu Glu Ala Leu Ser Glu Asp Gly Gin He Cys 
1755 1760 1765 



5684 
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gtg tat ttt ttc aaa aac 
Val Tyr Phe Phe Lys Asn 
1770 

tea tgg gaa cag gec aga 
Ser Trp Glu Gin Ala Arg 
1785 

agt cat gga cgt teg ggg 
Ser His Gly Arg Ser Gly 
1800 

act ttt cct act cca ttg 
Thr Phe Pro Thr Pro Leu 
1815 

aag gaa gag agt ggc cga 
Lys Glu Glu Ser Gly Arg 
1830 

ctg egg ggg get tct gca 
Leu Arg Gly Ala Ser Ala 
1845 

age agt ctt ctg gaa gag 
Ser Ser Leu Leu Glu Glu 
1860 

caa ctt cag cag tgg tta 
Gin Leu Gin Gin Trp Leu 
1875 

tea act egg ctt cct etc 
Ser Thr Arg Leu Pro Leu 
1890 

cct gat tct ate aaa act 
Pro Asp Ser He Lys Thr 



ctt tta aga aaa tac cac 
Leu Leu Arg Lys Tyr Hi s 
1775 

atg cag acg cag egg gaa 
Met Gin Thr Gin Arg Glu 
1790 

atg agg tec ate cat cct 
Met Arg Ser He His Pro 
1805 

ctt cat gta cac cag aaa 
Leu His Val His Gin Lys 
1820 

gag ggg age etc agt aca 
Glu Gly Ser Leu Ser Thr 
1835 

gaa gag etc ctg gca cag 
Glu Glu Leu Leu Ala Gin 
1850 

aag gaa gag aac aag agg 
Lys Glu Glu Asn Lys Arg 
1865 

teg caa gac tea cag gca 
Ser Gin Asp Ser Gin Ala 
1880 

tac etc cct cag acg eta 
Tyr Leu Pro Gin Thr Leu 
1895 

cag acc atg gtg aaa aca 
Gin Thr Met Val Lys Thr 
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gtt ccc teg 5729 

Val Pro Ser 

1780 

ctg cag ctg 5774 

Leu Gin Leu 

1795 

cct aca age 5819 

Pro Thr Ser 

1810 

ggg aag aaa 5864 

Gly Lys Lys 

1825 

gag gac etc 5909 

Glu Asp Leu 

1840 

agt ctg tec 5954 

Ser Leu Ser 

1855 

ttt gaa gat 5999 

Phe Glu Asp 

1870 

ttc aca gag 6044 

Phe Thr Glu 

1885 

gtg tec ttt 6089 

Val Ser Phe 

1900 

tct aca agt 6134 
Ser Thr Ser 
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1905 



1910 
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1915 



cct cag aat tea gga aca gga aag cag ttg agg ttc tea gag gca 6179 

Pro Gin Asn Ser Gly Thr Gly Lys Gin Leu Arg Phe Ser Glu Ala 
1920 1925 1930 

tec ggt tea tec ctg acg gaa aag ctg aag etc ctg gaa agg ctg 6224 

Ser Gly Ser Ser Leu Thr Glu Lys Leu Lys Leu Leu Glu Arg Leu 
1935 1940 1945 

ate cag age tea agg gcg gaa gaa gca gec tec gag ctg cac etc 6269 

He Gin Ser Ser Arg Ala Glu Glu Ala Ala Ser Glu Leu His Leu 
1950 1955 1960 

tct gca ctg ctg gag atg gtg gac atg tag ctgtctgacg ggagaeggat 6319 

Ser Ala Leu Leu Glu Met Val Asp Met 
1965 1970 

ctctaattca taatgctttg tctgtattca attgtgttat agatgctgtt ggaaatgtga 6379 

ctattaatta tgcaaataaa ctttttgaat cattccaaaa aaaaaaccat 6429 



<210> 2 

<211> 1971 

<212> PRT 

<213> Mus muse 1 us 

<400> 2 

Met His Pro Val Asn Pro Phe Gly Gly Ser Ser Pro Ser Ala Phe Ala 
15 10 15 



Val Ser Ser Ser Thr Thr Gly Thr Tyr Gin Thr Lys Ser Pro Phe Arg 

20 25 30 



15/64 



WO 2005/058963 



PCT/JP2004/003046 



Phe Gly Gin Pro 

35 



Leu Ala Phe Ser 
50 



His Ser Ser Ser 
65 



Gly Leu Phe Ser 



Ser Ser Ser Val 

100 



Ser Val Gly Val 
115 



Glu Val Ala Gly 
130 



Leu Glu Asn Ala 
145 



Glu Lys Thr Gin 



Pro Val Gly Ser 

180 



Ser Leu Phe Gly 

40 



Gin Val Pro Ser 
55 



Leu Pro Ala Phe 
70 



Ser Leu Glu Ser 

85 



Pro Gly Asn Thr 



Phe Pro Ser Gly 

120 



Ser Gly Phe Arg 
135 



Val Phe Lys Pro 
150 



Ser Gin He Ser 
165 



Gly Ser Gly Gly 



Gin Asn Ser Thr 



Phe Ala Thr Pro 

60 



Gly Leu Thr Gin 
75 



Thr Pro Ser Phe 
90 



Ala Phe Ser Phe 
105 



Ala Thr Phe Gly 



Lys Thr Glu Phe 

140 



He Pro Gly Pro 
155 



Ser Gly Phe Phe 
170 



Leu Thr Pro Phe 
185 



Pro Ser Lys Ser 
45 



Ser Gly Gly Ser 



Thr Ser Ser Val 

80 



Ala Ala Thr Ser 
95 



Lys Ser Thr Ser 
110 



Pro Glu Thr Gly 
125 



Lys Phe Lys Pro 



Glu Ser Glu Pro 

160 



Thr Phe Ser His 

175 



Ser Phe Pro Gin 
190 
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Val Thr Asn Ser Ser Val Thr Ser Ser Ser Phe He Phe Ser Lys Pro 
195 200 205 



Val Thr Ser Asn Thr Pro Ala Phe Ala Ser Pro Leu Ser Asn Gin Asn 
210 215 220 



Val Glu Glu Glu Lys Arg Val Ser Thr Ser Ala Phe Gly Ser Ser Asn 
225 230 235 240 



Ser Ser Phe Ser Thr Phe Pro Thr Ala Ser Pro Gly Ser Leu Gly Glu 

245 250 255 



Pro Phe Pro Ala Asn Lys Pro Ser Leu Arg Gin Gly Cys Glu Glu Ala 

260 265 270 



He Ser Gin Val Glu Pro Leu Pro Thr Leu Met Lys Gly Leu Lys Arg 

275 280 285 



Lys Glu Asp Gin Asp Arg Ser Pro Arg Arg His Cys His Glu Ala Ala 
290 295 300 



Glu Asp Pro Asp Pro Leu Ser Arg Gly Asp His Pro Pro Asp Lys Arg 
305 310 315 320 



Pro Val Arg Leu Asn Arg Pro Arg Gly Gly Thr Leu Phe Gly Arg Thr 

325 330 335 
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lie Gin Glu Val Phe Lys Ser Asn Lys Glu Ala Gly Arg Leu Gly Ser 

340 345 350 



Lys Glu Ser Lys Glu Ser Gly Phe Ala Glu Pro Gly Glu Ser Asp His 
355 360 365 



Ala Ala Val Pro Gly Gly Ser Gin Ser Thr Met Val Pro Ser Arg Leu 
370 375 380 



Pro Ala Val Thr Lys Glu Glu Glu Glu Ser Arg Asp Glu Lys Glu Asp 
385 390 395 400 



Ser Leu Arg Gly Lys Ser Val Arg Gin Ser Lys Arg Arg Glu Glu Trp 

405 410 415 



lie Tyr Ser Leu Gly Gly Val Ser Ser Leu Glu Leu Thr Ala He Gin 

420 425 430 



Cys Lys Asn He Pro Asp Tyr Leu Asn Asp Arg Ala He Leu Glu Lys 
435 440 445 



His Phe Ser Lys He Ala Lys Val Gin Arg Val Phe Thr Arg Arg Ser 
450 455 460 



Lys Lys Leu Ala Val He His Phe Phe Asp His Ala Ser Ala Ala Leu 
465 470 475 480 



Ala Arg Lys Lys Gly Lys Gly Leu His Lys Asp Val Val He Phe Trp 

485 490 495 
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His Lys Lys Lys He Ser Pro Ser Lys Lys Leu Phe Pro Leu Lys Glu 

500 505 5 1 0 



Lys Leu Gly Glu Ser Glu Ala Ser Gin Gly He Glu Asp Ser Pro Phe 
515 520 525 



Gin His Ser Pro Leu Ser Lys Pro He Val Arg Pro Ala Ala Gly Ser 
530 535 540 



Leu Leu Ser Lys Ser Ser Pro Val Lys Lys Pro Ser Leu Leu Lys Met 
545 550 555 560 



His Gin Phe Glu Ala Asp Pro Phe Asp Ser Gly Ser Glu Gly Ser Glu 

565 570 575 



Gly Leu Gly Ser Cys Val Ser Ser Leu Ser Thr Leu He Gly Thr Val 

580 585 59 0 



Ala Asp Thr Ser Glu Glu Lys Tyr Arg Leu Leu Asp Gin Arg Asp Arg 
595 600 605 



He Met Arg Gin Ala Arg Val Lys Arg Thr Asp Leu Asp Lys Ala Arg 
610 615 620 



Ala Phe Val Gly Thr Cys Pro Asp Met Cys Pro Glu Lys Glu Arg Tyr 
625 630 635 640 
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Leu Arg Glu Thr Arg Ser Gin Leu Ser Val Phe Glu Val Val Pro Gly 

645 650 655 



Thr Asp Gin Val Asp His Ala Ala Ala Val Lys Glu Tyr Ser Arg Ser 

660 665 670 



Ser Ala Asp Gin Glu Glu Pro Leu Pro His Glu Leu Arg Pro Ser Ala 
675 680 685 



Val Leu Ser Arg Thr Met Asp Tyr Leu Val Thr Gin He Met Asp Gin 
690 695 - 700 



Lys Glu Gly Ser Leu Arg Asp Trp Tyr Asp Phe Val Trp Asn Arg Thr 
705 710 715 720 



Arg Gly lie Arg Lys Asp He Thr Gin Gin His Leu Cys Asp Pro Leu 

725 730 735 



Thr Val Ser Leu He Glu Lys Cys Thr Arg Phe His He His Cys Ala 

740 745 750 



His Phe Met Cys Glu Glu Pro Met Ser Ser Phe Asp Ala Lys He Asn 
755 760 765 



Asn Glu Asn Met Thr Lys Cys Leu Gin Ser Leu Lys Glu Met Tyr Gin 
770 775 780 



Asp Leu Arg Asn Lys Gly Val Phe Cys Ala Ser Glu Ala Glu Phe Gin 
785 790 795 800 
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Gly Tyr Asn Val Leu Leu Asn Leu Asn Lys Gly Asp He Leu Arg Glu 

805 810 81 5 



Val Gin Gin Phe His Pro Asp Val Arg Asn Ser Pro Glu Val Asn Phe 

820 825 830 



Ala Val Gin Ala Phe Ala Ala Leu Asn Ser Asn Asn Phe Val Arg Phe 
835 840 845 



Phe Lys Leu Val Gin Ser Ala Ser Tyr Leu Asn Ala Cys Leu Leu His 
850 855 860 



Cys Tyr Phe Asn Gin He Arg Lys Asp Ala Leu Arg Ala Leu Asn Val 
865 870 875 880 



Ala Tyr Thr Val Ser Thr Gin Arg Ser Thr Val Phe Pro Leu Asp Gly 

885 890 895 



Val Val Arg Met Leu Leu Phe Arg Asp Ser Glu Glu Ala Thr Asn Phe 

900 905 910 



Leu Asn Tyr His Gly Leu Thr Val Ala Asp Gly Cys Val Glu Leu Asn 
915 920 925 



Arg Ser Ala Phe Leu Glu Pro Glu Gly Leu Cys Lys Ala Arg Lys Ser 
930 935 940 
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Val Phe He Gly Arg Lys Leu Thr Val Ser Val Gly Glu Val Val Asn 
945 950 955 960 



Gly Gly Pro Leu Pro Pro Val Pro Arg His Thr Pro Val Cys Ser Phe 

965 970 975 



Asn Ser Gin Asn Lys Tyr Val Gly Glu Ser Leu Ala Thr Glu Leu Pro 

980 985 990 



He Ser Thr Gin Arg Ala Gly Gly Asp Pro Ala Gly Gly Gly Arg Gly 
995 1000 1005 



Glu Asp Cys Glu Ala Glu Val Asp Leu Pro Thr Leu Ala Val Leu 
1010 1015 1020 



Pro Gin Pro Pro Pro Ala Ser Ser Ala Thr Pro Ala Leu His Val 
1025 1030 1035 



Gin Pro Leu Ala Pro Ala Ala Ala Pro Ser Leu Leu Gin Ala Ser 
1040 1045 1050 



Thr Gin Pro Glu Val Leu Leu Pro Lys Pro Ala Pro Val Tyr Ser 
1055 1060 1065 



Asp Ser Asp Leu Val Gin Val Val Asp Glu Leu He Gin Glu Ala 
1070 1075 1080 



Leu Gin Val Asp Cys Glu Glu Val Ser Ser Ala Gly Ala Ala Tyr 
1085 1090 1095 
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Val Ala Ala 
1100 



He Thr Ala 
1115 



Glu Val Ser 
1130 



Ala Glu Glu 
1145 



Gin Leu Ser 
1160 



Thr Glu Cys 
1175 



Val Lys He 
1190 



Val Cys Ala 
1205 



Gin Thr Ala 
1220 



Ala Leu Gly 



Ala Thr Thr 



Met Glu Arg 



Glu Arg Leu 



Glu Gly Leu 



Val Trp Glu 



Asp Gin Lys 



His Leu Val 



Lys Glu Thr 



Val Ser Asn 
1105 



Gly He Leu 
1120 



Gin Arg Leu 
1135 



Lys Gin Glu 
1150 



Ala Ala Glu 
1165 



Thr Cys Ser 
1180 



Val Arg Val 
1195 



Asp Leu Phe 
1210 



Leu Gin Glu 
1225 



23/64 



Ala Ala Val 
1110 



Arg His Val 
1125 



Glu Glu Glu 
1140 



Arg Glu Leu 
1155 



Leu Thr Glu 
1170 



Gin Glu Leu 
1185 



Ala Arg Cys 
1200 



Leu Ala Glu 
1215 



Leu Gin Cys 
1230 



Glu Asp Leu 



Ala Ala Glu 



Lys Gin Arg 



Met Leu Thr 



Leu Thr Val 



Gin Ser Ala 



Cys Glu Ala 



Glu He Phe 



Phe Cys Lys 
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Tyr Leu Gin Arg Trp Arg Glu Ala Val Ala Ala Arg Lys Lys Phe 
1235 1240 1245 



Arg Arg Gin Met Arg Ala Phe Pro Ala Ala Pro Cys Cys Val Asp 
1250 1255 1260 



Val Asn Asp Arg Leu Gin Ala Leu Val Pro Ser Ala Glu Cys Pro 
1265 1270 1275 



He Thr Glu Glu Asn Leu Ala Lys Gly Leu Leu Asp Leu Gly His 
1280 1285 1290 



Ala Gly Lys Val Gly Val Ser Cys Thr Arg Leu Arg Arg Leu Arg 
1295 1300 1305 



Asn Lys Thr Ala His Gin lie Lys Val Gin His Phe His Gin Gin 
1310 1315 1320 



Leu Leu Arg Asn Ala Ala Trp Ala Pro Leu Asp Leu Pro Ser He 
1325 1330 1335 



Val Ser Glu His Leu Pro Met Lys Gin Lys Arg Arg Phe Trp Lys 
1340 1345 1350 



Leu Val Leu Val Leu Pro Asp Val Glu Glu Gin Thr Pro Glu Ser 
1355 1360 1365 



Pro Gly Arg lie Leu Glu Asn Trp Leu Lys Val Lys Phe Thr Gly 
1370 1375 1380 
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Asp Asp Ser Met Val Gly Asp He Gly Asp Asn Ala Gly Asp He 
1385 1390 1395 



Gin Thr Leu Ser Val Phe Asn Thr Leu Ser Ser Lys Gly Asp Gin 
1400 1405 1410 



Thr Val Ser Val Asn Val Cys He Lys Val Ala His Gly Thr Leu 
1415 1420 1425 



Ser Asp Ser Ala Leu Asp Ala Val Glu Thr Gin Lys Asp Leu Leu 
1430 1435 1440 



Gly Thr Ser Gly Leu Met Leu Leu Leu Pro Pro Lys Val Lys Ser 
1445 1450 1455 



Glu Glu Val Ala Glu Glu Glu Leu Ser Trp Leu Ser Ala Leu Leu 
1460 1465 1470 ' 



Gin Leu Lys Gin Leu Leu Gin Ala Lys Pro Phe Gin Pro Ala Leu 
1475 1480 1485 



Pro Leu Val Val Leu Val Pro Ser Ser Arg Gly Asp Ser Ala Gly 
1490 1495 1500 



Arg Ala Val Glu Asp Gly Leu Met Leu Gin Asp Leu Val Ser Ala 
1505 1510 1515 
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Lys Leu He Ser Asp Tyr He Val Val Glu He Pro Asp Ser Val 
1520 1525 1530 



Asn Asp Leu Gin Gly Thr Val Lys Val Ser Gly Ala Val Gin Trp 
1535 1540 1545 



Leu He Ser Gly Cys Pro Gin Ala Leu Asp Leu Cys Cys Gin Thr 
1550 1555 1560 



Leu Val Gin Tyr Val Glu Asp Gly He Ser Arg Glu Phe Ser Arg 
1565 1570 1575 



Arg Phe Phe His Asp Arg Arg Glu Arg Arg Leu Ala Ser Leu Pro 
1580 1585 1590 



Ser Gin Glu Pro Ser Thr He He Glu Leu Phe Asn Ser Val Leu 
1595 1600 1605 



Gin Phe Leu Ala Ser Val Val Ser Ser Glu Gin Leu Cys Asp He 
1610 1615 1620 



Ser Trp Pro Val Met Glu Phe Ala Glu Val Gly Gly Ser Gin Leu 
1625 1630 1635 



Leu Pro His Leu His Trp Asn Ser Pro Glu His Leu Ala Trp Leu 
1640 1645 1650 



Lys Gin Ala Val Leu Gly Phe Gin Leu Pro Gin Met Asp Leu Pro 
1655 1660 1665 
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Pro Pro Gly 
1670 



Tyr Thr Ser 
1685 



Gin Ser Gin 
1700 



Lys Asn Lys 
1715 



Ala Glu He 
1730 



Lys Leu Arg 
1745 



Ala Leu Ser 
1760 



Leu Leu Arg 
1775 



Met Gin Thr 
1790 



Ala Pro Trp 



Gin lie Pro 



Ala Glu Asn 



Ser Leu Ser 



Pro Trp Asp 



Asp Trp Thr 



Glu Asp Gly 



Lys Tyr His 



Gin Arg Glu 



Leu Pro Val 
1675 



Ser Ser Ser 
1690 



Leu Leu Cys 
1705 



Pro Gly Gin 
1720 



Asp He He 
1735 



Pro Pro Arg 
1750 



Gin He Cys 
1765 



Val Pro Ser 
1780 



Leu Gin Leu 
1795 
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Cys Ser Met 
1680 



Gin Thr Gin 
1695 



Arg Thr Tyr 
1710 



Glu Leu Gly 
1725 



Thr Leu Cys 
1740 



Leu Pro Val 
1755 



Val Tyr Phe 
1770 



Ser Trp Glu 
1785 



Ser His Gly 
1800 



Val He Gin 



Pro Val Leu 



Gin Lys Trp 



Pro Ser Val 



He Asn His 



Thr Leu Glu 



Phe Lys Asn 



Gin Ala Arg 



Arg Ser Gly 
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Met Arg Ser lie His Pro Pro Thr Ser Thr Phe Pro Thr Pro Leu 
1805 1810 1815 



Leu His Val His Gin Lys Gly Lys Lys Lys Glu Glu Ser Gly Arg 
1820 1825 1830 



Glu Gly Ser Leu Ser Thr Glu Asp Leu Leu Arg Gly Ala Ser Ala 
1835 1840 1845 



Glu Glu Leu Leu Ala Gin Ser Leu Ser Ser Ser Leu Leu Glu Glu 
1850 1855 1860 



Lys Glu Glu Asn Lys Arg Phe Glu Asp Gin Leu Gin Gin Trp Leu 
1865 1870 1875 



Ser Gin Asp Ser Gin Ala Phe Thr Glu Ser Thr Arg Leu Pro Leu 
1880 1885 1890 



Tyr Leu Pro Gin Thr Leu Val Ser Phe Pro Asp Ser He Lys Thr 
1895 1900 1905 



Gin Thr Met Val Lys Thr Ser Thr Ser Pro Gin Asn Ser Gly Thr 
1910 1915 1920 



Gly Lys Gin Leu Arg Phe Ser Glu Ala Ser Gly Ser Ser Leu Thr 
1925 1930 1935 



Glu Lys Leu Lys Leu Leu Glu Arg Leu lie Gin Ser Ser Arg Ala 
1940 1945 1950 
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Glu Glu Ala Ala Ser Glu Leu His Leu Ser Ala Leu Leu Glu Met 
1955 1960 1965 



Val Asp Met 
1970 



<210> 3 

<211> 6114 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (38).. (5977) 

<400> 3 

gtaatactta attaccttct aataattgga gcagaag atg aac cca act aat cct 55 

Met Asn Pro Thr Asn Pro 
1 5 

ttc agt ggg cag cag cct agt get ttt teg gcg tct tct agt aat gta 103 
Phe Ser Gly Gin Gin Pro Ser Ala Phe Ser Ala Ser Ser Ser Asn Val 

10 15 20 

gga aca ctt cca tct aag ccg cca ttt cga ttt ggt caa cct tct ctt 151 
Gly Thr Leu Pro Ser Lys Pro Pro Phe Arg Phe Gly Gin Pro Ser Leu 

25 30 35 

ttt gga caa aac agt acc tta tct ggg aag age teg gga ttt tea cag 199 
Phe Gly Gin Asn Ser Thr Leu Ser Gly Lys Ser Ser Gly Phe Ser Gin 
40 45 50 

gta tec age ttt cca gcg tct tct gga gta agt cat tec tct tea gtg 247 
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Val Ser Ser Phe Pro Ala Ser Ser Gly Val Ser His Ser Ser Ser Val 
55 60 65 70 



caa aca tta ggg ttc acc caa acc tea agt gtt gga ccc ttt tct gga 295 

Gin Thr Leu Gly Phe Thr Gin Thr Ser Ser Val Gly Pro Phe Ser Gly 

75 80 85 

ctt gag cac act tec acc ttt gtg get acc tct ggg cct tea agt tea 343 

Leu Glu His Thr Ser Thr Phe Val Ala Thr Ser Gly Pro Ser Ser Ser 

90 95 100 

tct gtg ctg gga aac aca gga ttt agt ttt aaa tea ccc acc agt gtt 391 

Ser Val Leu Gly Asn Thr Gly Phe Ser Phe Lys Ser Pro Thr Ser Val 

105 110 115 

ggg get ttc cca age act tct get ttt gga caa gaa get gga gaa ata 439 

Gly Ala Phe Pro Ser Thr Ser Ala Phe Gly Gin Glu Ala Gly Glu lie 

120 125 130 

gtg aac tct ggt ttt ggg aaa aca gaa ttc age ttt aaa cct ctg gaa 487 

Val Asn Ser Gly Phe Gly Lys Thr Glu Phe Ser Phe Lys Pro Leu Glu 
135 140 145 150 

aat gca gtg ttc aaa cca ata ctg ggg get gaa tct gag cca gag aaa 535 

Asn Ala Val Phe Lys Pro He Leu Gly Ala Glu Ser Glu Pro Glu Lys 

155 160 165 

acc cag age caa att get tct ggg ttt ttt aca ttt tec cac cca att 583 

Thr Gin Ser Gin He Ala Ser Gly Phe Phe Thr Phe Ser His Pro He 

170 175 180 

* 

agt agt gca cct gga ggc ctg gee cct ttc tct ttt cct caa gta aca 631 

Ser Ser Ala Pro Gly Gly Leu Ala Pro Phe Ser Phe Pro Gin Val Thr 

185 190 195 

agt agt tea get ac-c act tea aat ttt acc ttt tea aaa cct gtt agt 679 

Ser Ser Ser Ala Thr Thr Ser Asn Phe Thr Phe Ser Lys Pro Val Ser 

200 205 210 
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agt aat aat tea tta tct gee ttt acc cct get ttg tea aac caa aat 727 
Ser Asn Asn Ser Leu Ser Ala Phe Thr Pro Ala Leu Ser Asn Gin Asn 
215 220 225 230 



gta gag gaa gag aag aga gga cct aag tea ata ttt gga agt tct aat 775 
Val Glu Glu Glu Lys Arg Gly Pro Lys Ser lie Phe Gly Ser Ser Asn 

235 240 245 



aat age ttc agt age ttc cct gta tea tct gcg gtt ttg ggc gaa cct 823 
Asn Ser Phe Ser Ser Phe Pro Val Ser Ser Ala Val Leu Gly Glu Pro 

250 255 260 



ttc cag get age aaa gca ggt gtc agg cag ggg tgt gaa gaa get gtt 871 

Phe Gin Ala Ser Lys Ala Gly Val Arg Gin Gly Cys Glu Glu Ala Val 

265 270 275 

tec cag gtg gaa cca ctt ccc age eta atg aaa gga ctg aaa agg aag 919 

Ser Gin Val Glu Pro Leu Pro Ser Leu Met Lys Gly Leu Lys Arg Lys 

280 285 290 



gag gac cag gat cgc tec cca agg aga cat ggc cac gag cca gca gaa 967 
Glu Asp Gin Asp Arg Ser Pro Arg Arg His Gly His Glu Pro Ala Glu 
295 300 305 310 



gat teg gat cct ctg tec egg ggc gat cat cct cca gac aaa cga cct 1015 
Asp Ser Asp Pro Leu Ser Arg Gly Asp His Pro Pro Asp Lys Arg Pro 

315 320 325 



gtc cgc ctg aat cga ccc egg gga ggt act tta ttt ggt egg acg ata 1063 
Val Arg Leu Asn Arg Pro Arg Gly Gly Thr Leu Phe Gly Arg Thr He 

330 335 340 



cag gat gtt ttc aaa age aat aag gaa gta ggt cgt ctg ggc aac aag 1111 
Gin Asp Val Phe Lys Ser Asn Lys Glu Val Gly Arg Leu Gly Asn Lys 
345 350 355 



gag gee aaa aag gaa act ggc ttt gtt gag tct gca gaa agt gac cac 1159 
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GIu Ala Lys Lys Glu Thr Gly Phe Val Glu Ser Ala Glu Ser Asp His 
360 365 370 

atg get ate cca gga ggg aat cag tct gtc ctg gca cct tec egg att 1207 
Met Ala lie Pro Gly Gly Asn Gin Ser Val Leu Ala Pro Ser Arg He 
375 380 385 390 

cca ggt gtg aat aaa gag gaa gaa act gaa agt aga gag aag aaa gaa 1255 
Pro Gly Val Asn Lys Glu Glu Glu Thr Glu Ser Arg Glu Lys Lys Glu 

395 400 405 

gat tct eta aga gga act ccg gcg cgt cag agt aac aga age gag age 1303 
Asp Ser Leu Arg Gly Thr Pro Ala Arg Gin Ser Asn Arg Ser Glu Ser 

410 415 420 

aca gac agt ctt ggg ggc ttg tct ccc tct gaa gtc aca gec ate cag 1351 
Thr Asp Ser Leu Gly Gly Leu Ser Pro Ser Glu Val Thr Ala He Gin 
425 430 435 

tgc aag aac ate cct gac tac etc aac gac agg ace att ctg gag aac 1399 
Cys Lys Asn He Pro Asp Tyr Leu Asn Asp Arg Thr He Leu Glu Asn 
440 445 450 

cat ttt ggc aaa att get aaa gtg cag cgc ate ttt acc agg cge age 1447 
His Phe Gly Lys He Ala Lys Val Gin Arg He Phe Thr Arg Arg Ser 
455 460 465 470 

aaa aag ctt gca gtg gta cat ttc ttt gat cat gca tct gca gec ctg 1495 
Lys Lys Leu Ala Val Val His Phe Phe Asp His Ala Ser Ala Ala Leu 

475 480 485 

get aga aag aag ggg aaa agt ttg cat aaa gac atg get ate ttt tgg 1543 
Ala Arg Lys Lys Gly Lys Ser Leu His Lys Asp Met Ala He Phe Trp 

490 495 500 

cac agg aag aaa ata age ccc aat aag aaa ccc ttt tec ctg aag gag 1591 
His Arg Lys Lys He Ser Pro Asn Lys Lys Pro Phe Ser Leu Lys Glu 
505 510 515 
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aag aaa cca ggt gac ggt gaa gtc age ccg age aca gag gat gca ccc 1639 
Lys Lys Pro Gly Asp Gly Glu Val Ser Pro Ser Thr Glu Asp Ala Pro 
520 525 530 

ttt cag cac tct cct ctt ggc aag gec gca ggg agg act ggt get age 1687 
Phe Gin His Ser Pro Leu Gly Lys Ala Ala Gly Arg Thr Gly Ala Ser 
535 540 545 550 

age etc ctg aat aaa age tct cca gtg aag aag cca agt ctt eta aag 1735 
Ser Leu Leu Asn Lys Ser Ser Pro Val Lys Lys Pro Ser Leu Leu Lys 

555 560 565 

gee cac caa ttc gag gga gac tct ttt gac tea gec tec gag ggc tec 1783 
Ala His Gin Phe Glu Gly Asp Ser Phe Asp Ser Ala Ser Glu Gly Ser 

570 575 580 

gag ggc etc ggg cca tgt gtg etc tec etc agt ace ctg ata ggc act 1831 
Glu Gly Leu Gly Pro Cys Val Leu Ser Leu Ser Thr Leu He Gly Thr 
585 590 595 

gtg get gag aca tec aag gag aag tac cgc ctg ctt gac cag aga gac 1879 
Val Ala Glu Thr Ser Lys Glu Lys Tyr Arg Leu Leu Asp Gin Arg Asp 
600 605 610 

agg ate atg egg caa get egg gtg aag aga ace gat ctg gac aaa gcg 1927 
Arg He Met Arg Gin Ala Arg Val Lys Arg Thr Asp Leu Asp Lys Ala 
615 620 625 630 

agg act ttt gtt ggc acc tgc ctg gat atg tgt cct gag aag gag agg 1975 
Arg Thr Phe Val Gly Thr Cys Leu Asp Met Cys Pro Glu Lys Glu Arg 

635 640 645 

tac atg egg gag acc cgt age cag ctg age gtg ttc gaa gtg gtc cca 2023 
Tyr Met Arg Glu Thr Arg Ser Gin Leu Ser Val Phe Glu Val Val Pro 

650 655 660 

ggg act gac cag gtg gac cac gca gca get gtg aaa gag tac agt egg 2071 
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Gly Thr Asp Gin Val Asp His Ala Ala Ala Yal Lys Glu Tyr Ser Arg 
665 670 675 

tec teg gcg gat cag gag gag ccc ctg ccc cac gag ctg egg ccc ttg 2119 
Ser Ser Ala Asp Gin Glu Glu Pro Leu Pro His Glu Leu Arg Pro Leu 
680 685 690 

cca gtg etc age agg ace atg gac tac ctg gtg acc cag ate atg gac 2167 
Pro Val Leu Ser Arg Thr Met Asp Tyr Leu Val Thr Gin He Met Asp 
695 700 705 710 

cag aag gag ggc age ctg egg gat tgg tat gac ttc gtg tgg aac cgc 2215 
Gin Lys Glu Gly Ser Leu Arg Asp Trp Tyr Asp Phe Val Trp Asn Arg 

715 720 725 

acg cgt ggc ata egg aag gat ate acg cag cag cac etc tgt gac ccc 2263 
Thr Arg Gly He Arg Lys Asp He Thr Gin Gin His Leu Cys Asp Pro 

730 735 740 

ctg acg gtg tec ctg att gag aag tgc acc egg ttt cac ate cac tgt 2311 
Leu Thr Val Ser Leu He Glu Lys Cys Thr Arg Phe His He His Cys 
745 750 755 

gec cac ttc atg tgt gag gag ccc atg tec tec ttt gat gec aag ate 2359 
Ala His Phe Met Cys Glu Glu Pro Met Ser Ser Phe Asp Ala Lys He 
760 765 770 

aat aat gag aac atg acc aag tgc ctg cag age ctg aag gag atg tac 2407 
Asn Asn Glu Asn Met Thr Lys Cys Leu Gin Ser Leu Lys Glu Met Tyr 
775 780 785 790 

cag gac ctg aga aac aag ggt gtc ttc tgt gee age gaa gcg gag ttc 2455 
Gin Asp Leu Arg Asn Lys Gly Val Phe Cys Ala Ser Glu Ala Glu Phe 

795 800 805 

cag ggc tac aat gtt ctg etc agt etc aac aag gga gac ate eta aga 2503 
Gin Gly Tyr Asn Val Leu Leu Ser Leu Asn Lys Gly Asp He Leu Arg 

810 815 820 
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gaa gta caa cag ttc cat cct get gtt aga aac tea tct gag gtg aaa 2551 

Glu Val Gin Gin Phe His Pro Ala Val Arg Asn Ser Ser Glu Val Lys 

825 830 835 

ttt get gtt cag get ttt get gca ttg aac agt aat aat ttt gtg aga 2599 

Phe Ala Val Gin Ala Phe Ala Ala Leu Asn Ser Asn Asn Phe Val Arg 
840 845 850 

ttt ttc aaa ctg gtc cag tea get tct tac ctg aac get tgt ctt tta 2647 

Phe Phe Lys Leu Val Gin Ser Ala Ser Tyr Leu Asn Ala Cys Leu Leu 
855 860 865 870 

cac tgt tac ttc agt cag ate cgc aag gat get etc egg gcg etc aac 2695 

His Cys Tyr Phe Ser Gin lie Arg Lys Asp Ala Leu Arg Ala Leu Asn 

875 880 885 

ttt gcg tac acg gtg age aca cag cga tct ace ate ttt ccc ctg gat 2743 

Phe Ala Tyr Thr Val Ser Thr Gin Arg Ser Thr He Phe Pro Leu Asp 

890 895 900 

ggt gtg gtg cgc atg ctg ctg ttc aga gac tgt gaa gag gec acc gac 2791 

Gly Val Val Arg Met Leu Leu Phe Arg Asp Cys Glu Glu Ala Thr Asp 

905 910 915 

ttc etc acc tgc cac ggc etc acc gtt tec gac ggc tgt gtg gag ctg 2839 

Phe Leu Thr Cys His Gly Leu Thr Val Ser Asp Gly Cys Val Glu Leu 
920 925 930 

aac egg tct gca ttc ctg gaa cca gag gga tta tec aag acc agg aag 2887 

Asn Arg Ser Ala Phe Leu Glu Pro Glu Gly Leu Ser Lys Thr Arg Lys 
935 940 945 950 

teg gtg ttt att act agg aag ctg acg gtg tea gtc ggg gaa att gtg 2935 

Ser Val Phe He Thr Arg Lys Leu Thr Val Ser Val Gly Glu He Val 

955 960 965 

aac gga ggg cca ttg ccc ccc gtc cct cgt cac acc cct gtg tgc age 2983 
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Asn Gly Gly Pro Leu Pro Pro Val Pro Arg His Thr Pro Val Cys Ser 

970 975 980 

ttc aac tec cag aac aag tac ate ggg gag age ctg gee gcg gag ctg 3031 

Phe Asn Ser Gin Asn Lys Tyr He Gly Glu Ser Leu Ala Ala Glu Leu 
985 990 995 

ccc gtc age acc cag aga ccc ggc tec gac aca gtg ggc gga ggg 3076 

Pro Val Ser Thr Gin Arg Pro Gly Ser Asp Thr Val Gly Gly Gly 
1000 1005 1010 

aga gga gag gag tgt ggt gta gag ccg gat gca ccc ctg tec agt 3121 

Arg Gly Glu Glu Cys Gly Val Glu Pro Asp Ala Pro Leu Ser Ser 
1015 1020 1025 

etc cca cag tct eta cca gec cct gcg ccc tea cca gtg cct ctg 3166 

Leu Pro Gin Ser Leu Pro Ala Pro Ala Pro Ser Pro Val Pro Leu 
1030 1035 1040 

cct cct gtc ctg gca ctg acc ccg tct gtg gcg ccc age etc ttc 3211 

Pro Pro Val Leu Ala Leu Thr Pro Ser Val Ala Pro Ser Leu Phe 
1045 1050 1055 

cag ctg tct gtg cag cct gaa cca ccg cct cca gag ccc gtg ccc 3256 

Gin Leu Ser Val Gin Pro Glu Pro Pro Pro Pro Glu Pro Val Pro 
1060 1065 1070 

atg tac tct gac gag gac ctg gcg cag gtg gtg gac gag etc ate 3301 

Met Tyr Ser Asp Glu Asp Leu Ala Gin Val Val Asp Glu Leu He 
1075 1080 1085 

cag gag gec ctg cag agg gac tgt gag gaa gtt ggc tct gcg ggt 3346 

Gin Glu Ala Leu Gin Arg Asp Cys Glu Glu Val Gly Ser Ala Gly 
1090 1095 1100 

get gec tac gca get gec gee ctg ggt gtt tct aat get get atg 3391 

Ala Ala Tyr Ala Ala Ala Ala Leu Gly Val Ser Asn Ala Ala Met 
1105 1110 1115 
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gag gat ttg tta aca get gca acc acg ggc att ttg agg cac att 3436 

Glu Asp Leu Leu Thr Ala Ala Thr Thr Gly He Leu Arg His He 
1120 1125 1130 

gca get gaa gaa gtg tct aag gaa aga gag cga agg gag cag gag 3481 

Ala Ala Glu Glu Val Ser Lys Glu Arg Glu Arg Arg Glu Gin Glu 
1135 1140 1145 

agg cag egg get gaa gag gaa agg ttg aaa caa gag aga gag ctg 3526 

Arg Gin Arg Ala Glu Glu Glu Arg Leu Lys Gin Glu Arg Glu Leu 
1150 1155 1160 

gtg tta agt gag ctg age cag ggc ctg gee gtg gag ctg atg gaa 3571 

Val Leu Ser Glu Leu Ser Gin Gly Leu Ala Val Glu Leu Met Glu 
1165 1170 1175 

cgc gtg atg atg gag ttt gtg agg gaa acc tgc tec cag gag ttg 3616 

Arg Val Met Met Glu Phe Val Arg Glu Thr Cys Ser Gin Glu Leu 
1180 1185 1190 

aag aat gca gta gag aca gac cag agg gtc cgt gtg gee cgt tgc 3661 

Lys Asn Ala Val Glu Thr Asp Gin Arg Val Arg Val Ala Arg Cys 
1195 1200 1205 

tgt gag gat gtc tgt gee cac tta gtg gac ttg ttt etc gtg gag 3706 

Cys Glu Asp Val Cys Ala His Leu Val Asp Leu Phe Leu Val Glu 
1210 1215 1220 

gaa ate ttc cag act gca aag gag acc etc cag gag ctt cag tgc 3751 

Glu He Phe Gin Thr Ala Lys Glu Thr Leu Gin Glu Leu Gin Cys 
1225 1230 1235 

ttc tgc aag tat eta cag egg tgg agg gaa get gtc aca gec cgc 3796 

Phe Cys Lys Tyr Leu Gin Arg Trp Arg Glu Ala Val Thr Ala Arg 
1240 1245 1250 

aag aaa ctg agg cgc caa atg egg get ttc cct get gcg ccc tgc 3841 
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Lys Lys Leu Arg Arg Gin Met Arg Ala Phe Pro Ala Ala Pro Cys 
1255 1260 1265 



tgc gtg gac gtg age gac egg ctg agg gcg ctg gcg ccc age gca 3886 

Cys Val Asp Val Ser Asp Arg Leu Arg Ala Leu Ala Pro Ser Ala 
1270 1275 1280 

gag tgc ccc att get gaa gag aac ctg gec agg ggc etc ctg gac 3931 

Glu Cys Pro He Ala Glu Glu Asn Leu Ala Arg Gly Leu Leu Asp 
1285 1290 1295 

ctg ggc cat gca ggg aga ttg ggc ate tct tgc acc agg tta agg 3976 

Leu Gly His Ala Gly Arg Leu Gly lie Ser Cys Thr Arg Leu Arg 
1300 1305 1310 

egg etc aga aac aag aca get cac cag atg aag gtt cag cac ttc 4021 

Arg Leu Arg Asn Lys Thr Ala His Gin Met Lys Val Gin His Phe 
1315 1320 1325 

tac cag cag ctg ctg agt gat gtg gca tgg gcg tct ctg gac ctg 4066 

Tyr Gin Gin Leu Leu Ser Asp Val Ala Trp Ala Ser Leu Asp Leu 
1330 1335 1340 

cca tec etc gtg get gag cac etc cct ggg agg cag gag cat gtg 4111 

Pro Ser Leu Val Ala Glu His Leu Pro Gly Arg Gin Glu His Val 
1345 1350 1355 

ttt tgg aag ctg gtg ctg gtg ttg ccg gat gta gag gag cag tec 4156 

Phe Trp Lys Leu Val Leu Val Leu Pro Asp Val Glu Glu Gin Ser 
1360 1365 1370 

cca gag agt tgt ggc aga att eta gca aat tgg tta aaa gtc aag 4201 

Pro Glu Ser Cys Gly Arg He Leu Ala Asn Trp Leu Lys Val Lys 
1375 1380 1385 

ttc atg gga gat gaa ggc tea gtg gat gac aca tec age gat get 4246 

Phe Met Gly Asp Glu Gly Ser Val Asp Asp Thr Ser Ser Asp Ala 
1390 1395 1400 



38/64 



WO 2005/058963 PCT/JP2004/003046 



ggt ggg att cag acg ctt teg ctt ttc aac tea ctt age age aaa 4291 
Gly Gly lie Gin Thr Leu Ser Leu Phe Asn Ser Leu Ser Ser Lys 
1405 1410 1415 

ggg gat cag atg att tct gtt aac gtg tgt ata aag gtg gec cat 4336 
Gly Asp Gin Met He Ser Val Asn Val Cys He Lys Val Ala His 
1420 1425 1430 

ggc gec etc agt gat ggt gec att gat get gtg gag aca cag aag 4381 
Gly Ala Leu Ser Asp Gly Ala He Asp Ala Val Glu Thr Gin Lys 
1435 1440 1445 

gac etc ctg gga gec agt ggg etc atg ctg ctg ctt ccc ccc aaa 4426 
Asp Leu Leu Gly Ala Ser Gly Leu Met Leu Leu Leu Pro Pro Lys 
1450 1455 1460 

atg aag agt gag gac atg gca gag gag gac gtg tac tgg ctg teg 4471 
Met Lys Ser Glu Asp Met Ala Glu Glu Asp Val Tyr Trp Leu Ser 
1465 1470 1475 

gec ttg ctg cag etc aag cag etc ctg cag get aag ccc ttc cag 4516 
Ala Leu Leu Gin Leu Lys Gin Leu Leu Gin Ala Lys Pro Phe Gin 
1480 1485 1490 

cct gcg ctt cct ctg gtg gtt ctt gtg cct age cca gga ggg gac 4561 
Pro Ala Leu Pro Leu Val Val Leu Val Pro Ser Pro Gly Gly Asp 
1495 1500 1505 

gec gtt gag aag gaa gta gaa gat ggt ctg atg eta cag gac ttg 4606 
Ala Val Glu Lys Glu Val Glu Asp Gly Leu Met Leu Gin Asp Leu 
1510 1515 1520 

gtt tea get aag ctg att tea gat tac act gtt acc gag ate cct 4651 
Val Ser Ala Lys Leu He Ser Asp Tyr Thr Val Thr Glu He Pro 
1525 1530 1535 

gat acc att aat gat eta caa ggt tea act aag gtt ttg caa gca 4696 
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Asp Thr lie Asn Asp Leu Gin Gly Ser Thr Lys Val Leu Gin Ala 

1540 1545 1550 

gtg cag tgg ctg gtt tec cac tgc ccc cat tec ctt gac etc tgc 4741 

Val Gin Trp Leu Val Ser His Cys Pro His Ser Leu Asp Leu Cys 

1555 1560 1565 

tgc cag act etc att cag tac gtc gaa gac ggg att ggc cat gag 4786 

Cys Gin Thr Leu He Gin Tyr Val Glu Asp Gly He Gly His Glu 

1570 1575 1580 

ttt agt ggc cgc ttt ttc cat gac aga aga gag agg cgt ctg ggc 4831 

Phe Ser Gly Arg Phe Phe His Asp Arg Arg Glu Arg Arg Leu Gly 

1585 1590 1595 

ggt ctt get tct cag gag cct ggc gec ate att gag ctg ttt aac 4876 

Gly Leu Ala Ser Gin Glu Pro Gly Ala He He Glu Leu Phe Asn 

1600 1605 1610 

agt gtg ctg cag ttc ctg get tct gtg gtg tec tct gaa cag ctg 4921 

Ser Val Leu Gin Phe Leu Ala Ser Val Val Ser Ser Glu Gin Leu 

1615 1620 1625 

tgt gac ctg tec tgg cct gtc act gag ttt get gag gca ggg ggc 4966 

Cys Asp Leu Ser Trp Pro Val Thr Glu Phe Ala Glu Ala Gly Gly 

1630 1635 1640 

age egg ctg ctt cct cac ctg cac tgg aat gee cca gag cac ctg 5011 

Ser Arg Leu Leu Pro His Leu His Trp Asn Ala Pro Glu His Leu 

1645 1650 1655 

gec tgg ctg aag cag get gtg etc ggg ttc cag ctt ccg cag atg 5056 

Ala Trp Leu Lys Gin Ala Val Leu Gly Phe Gin Leu Pro Gin Met 

1660 1665 1670 

gac ctt cca ccc ctg ggg gec ccc tgg etc ccc gtg tgc tec atg 5101 

Asp Leu Pro Pro Leu Gly Ala Pro Trp Leu Pro Val Cys Ser Met 

1675 1680 1685 
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gtt gtc cag tac gcc tec cag ate ccc age tea cgc cag aca cag 5146 

Val Val Gin Tyr Ala Ser Gin He Pro Ser Ser Arg Gin Thr Gin 

1690 1695 1700 

cct gtc etc cag tec cag gtg gag aac ctg etc cac aga ace tac 5191 

Pro Val Leu Gin Ser Gin Val Glu Asn Leu Leu His Arg Thr Tyr 

1705 1710 1715 

tgt agg tgg aag age aag agt ccc tec cca gtc cat ggg gca ggc 5236 

Cys Arg Trp Lys Ser Lys Ser Pro Ser Pro Val His Gly Ala Gly 

1720 1725 1730 

ccc teg gtc atg gag ate cca tgg gat gat ctt ate gcc ttg tgt 5281 

Pro Ser Val Met Glu He Pro Trp Asp Asp Leu He Ala Leu Cys 

1735 1740 1745 

ate aac cac aag ctg aga gac tgg acg ccc ccc egg ctt cct gtt 5326 

He Asn His Lys Leu Arg Asp Trp Thr Pro Pro Arg Leu Pro Val 

1750 1755 1760 

aca tea gag gcg ctg agt gaa gat ggt cag ata tgt gtg tat ttt 5371 

Thr Ser Glu Ala Leu Ser Glu Asp Gly Gin He Cys Val Tyr Phe 

1765 1770 1775 

ttt aaa aac gat ttg aaa aaa tat gat gtt cct ttg teg tgg gaa 5416 

Phe Lys Asn Asp Leu Lys Lys Tyr Asp Val Pro Leu Ser Trp Glu 

1780 1785 1790 

caa gcc agg ttg cag acg cag aag gag eta cag ctg aga gag gga 5461 

Gin Ala Arg Leu Gin Thr Gin Lys Glu Leu Gin Leu Arg Glu Gly 

1795 1800 1805 

cgt ttg gca ata aag cct ttt cat cct tct gca aac aat ttt ccc 5506 

Arg Leu Ala He Lys Pro Phe His Pro Ser Ala Asn Asn Phe Pro 

1810 1815 1820 

ata cca ttg ctt cac atg cac cgt aac tgg aag agg age aca gag 5551 
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lie Pro Leu Leu His Met His Arg Asn Trp Lys Arg Ser Thr Glu 
1825 1830 1835 

tgt get caa gag ggg agg att ccc age aca gag gat ctg atg cga 5596 

Cys Ala Gin Glu Gly Arg lie Pro Ser Thr Glu Asp Leu Met Arg 
1840 1845 1850 

gga get tct get gag gag etc ttg gcg cag tgt ttg teg age agt 5641 

Gly Ala Ser Ala Glu Glu Leu Leu Ala Gin Cys Leu Ser Ser Ser 
1855 1860 1865 

ctg ctg ctg gag aaa gaa gag aac aag agg ttt gaa gat cag ctt 5686 

Leu Leu Leu Glu Lys Glu Glu Asn Lys Arg Phe Glu Asp Gin Leu 
1870 1875 1880 

cag caa tgg ttg tct gaa gac tea gga gca ttt acg gat tta act 5731 

Gin Gin Trp Leu Ser Glu Asp Ser Gly Ala Phe Thr Asp Leu Thr 
1885 1890 1895 

tec ctt ccc etc tat ctt cct cag act eta gtg tct ctt tct cac 5776 

Ser Leu Pro Leu Tyr Leu Pro Gin Thr Leu Val Ser Leu Ser His 
1900 1905 1910 

act att gaa cct gtg atg aaa aca tct gta act act age cca cag 5821 

Thr He Glu Pro Val Met Lys Thr Ser Val Thr Thr Ser Pro Gin 
1915 1920 1925 

agt gac atg atg agg gag caa ctg cag ctg tea gag gcg aca gga 5866 

Ser Asp Met Met Arg Glu Gin Leu Gin Leu Ser Glu Ala Thr Gly 
1930 1935 1940 

acg tgt eta ggc gaa cga eta aag cac ctg gaa agg ctg ate egg 5911 

Thr Cys Leu Gly Glu Arg Leu Lys His Leu Glu Arg Leu lie Arg 
1945 1950 1955 

agt tea agg gaa gag gaa gtt gec tct gag etc cat etc tct gcg 5956 

Ser Ser Arg Glu Glu Glu Val Ala Ser Glu Leu His Leu Ser Ala 
1960 1965 1970 
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ctg eta gac atg gtg gac att tgagcagect gacctgtggg gagggggtct 6007 
Leu Leu Asp Met Val Asp He 
1975 1980 

ctcccgaaga gtttctgttt ttactcaaaa taatgttatt etcagatget tgatgcactg 6067 

ttggaaatgt gattaattta ateatgeaga taaaccattt aaatgtc 6114 



<210> 4 

<211> 1980 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Met Asn Pro Thr Asn Pro Phe Ser Gly Gin Gin Pro Ser Ala Phe Ser 
15 10 15 



Ala Ser Ser Ser Asn Val Gly Thr Leu Pro Ser Lys Pro Pro Phe Arg 

20 25 30 



Phe Gly Gin Pro Ser Leu Phe Gly Gin Asn Ser Thr Leu Ser Gly Lys 
35 40 45 



Ser Ser Gly Phe Ser Gin Val Ser Ser Phe Pro Ala Ser Ser Gly Val 
50 55 60 



Ser His Ser Ser Ser Val Gin Thr Leu Gly Phe Thr Gin Thr Ser Ser 
65 70 75 80 



Val Gly Pro Phe Ser Gly Leu Glu His Thr Ser Thr Phe Val Ala Thr 
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85 90 95 



Ser Gly Pro Ser Ser Ser Ser Val Leu Gly Asn Thr Gly Phe Ser Phe 

100 105 110 



Lys Ser Pro Thr Ser Val Gly Ala Phe Pro Ser Thr Ser Ala Phe Gly 
115 120 125 



Gin Glu Ala Gly Glu He Val Asn Ser Gly Phe Gly Lys Thr Glu Phe 
130 135 140 



Ser Phe Lys Pro Leu Glu Asn Ala Val Phe Lys Pro He Leu Gly Ala 
145 1 50 155 160 



Glu Ser Glu Pro Glu Lys Thr Gin Ser Gin He Ala Ser Gly Phe Phe 

165 170 175 



Thr Phe Ser His Pro He Ser Ser Ala Pro Gly Gly Leu Ala Pro Phe 

180 185 190 



Ser Phe Pro Gin Val Thr Ser Ser Ser Ala Thr Thr Ser Asn Phe Thr 
195 200 205 



Phe Ser Lys Pro Val Ser Ser Asn Asn Ser Leu Ser Ala Phe Thr Pro 
210 215 220 



Ala Leu Ser Asn Gin Asn Val Glu Glu Glu Lys Arg Gly Pro Lys Ser 
225 230 235 240 
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He Phe Gly Ser Ser Asn Asn Ser Phe Ser Ser Phe Pro Val Ser Ser 

245 250 255 



Ala Val Leu Gly Glu Pro Phe Gin Ala Ser Lys Ala Gly Val Arg Gin 

260 265 270 



Gly Cys Glu Glu Ala Val Ser Gin Val Glu Pro Leu Pro Ser Leu Met 
275 280 285 



Lys Gly Leu Lys Arg Lys Glu Asp Gin Asp Arg Ser Pro Arg Arg His 
290 295 300 



Gly His Glu Pro Ala Glu Asp Ser Asp Pro Leu Ser Arg Gly Asp His 
305 310 315 320 



Pro Pro Asp Lys Arg Pro Val Arg Leu Asn Arg Pro Arg Gly Gly Thr 

325 330 335 



Leu Phe Gly Arg Thr He Gin Asp Val Phe Lys Ser Asn Lys Glu Val 

340 345 350 



Gly Arg Leu Gly Asn Lys Glu Ala Lys Lys Glu Thr Gly Phe Val Glu 
355 360 365 



Ser Ala Glu Ser Asp His Met Ala He Pro Gly Gly Asn Gin Ser Val 
370 375 380 



Leu Ala Pro Ser Arg He Pro Gly Val Asn Lys Glu Glu Glu Thr Glu 
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385 



390 



395 
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400 



Ser Arg Glu Lys Lys Glu Asp Ser Leu Arg Gly Thr Pro Ala Arg Gin 

405 410 415 



Ser Asn Arg Ser Glu Ser Thr Asp Ser Leu Gly Gly Leu Ser Pro Ser 

420 425 430 



Glu Val Thr Ala He Gin Cys Lys Asn He Pro Asp Tyr Leu Asn Asp 
435 440 445 



Arg Thr He Leu Glu Asn His Phe Gly Lys He Ala Lys Val Gin Arg 
450 455 460 



He Phe Thr Arg Arg Ser Lys Lys Leu Ala Val Val His Phe Phe Asp 
465 470 475 480 



His Ala Ser Ala Ala Leu Ala Arg Lys Lys Gly Lys Ser Leu His Lys 

485 490 495 



Asp Met Ala He Phe Trp His Arg Lys Lys He Ser Pro Asn Lys Lys 

500 505 510 



Pro Phe Ser Leu Lys Glu Lys Lys Pro Gly Asp Gly Glu Val Ser Pro 
515 520 525 



Ser Thr Glu Asp Ala Pro Phe Gin His Ser Pro Leu Gly Lys Ala Ala 
530 535 540 
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Gly Arg Thr Gly Ala Ser Ser Leu Leu Asn Lys Ser Ser Pro Val Lys 
545 550 555 560 



Lys Pro Ser Leu Leu Lys Ala His Gin Phe Glu Gly Asp Ser Phe Asp 

565 570 575 



Ser Ala Ser Glu Gly Ser Glu Gly Leu Gly Pro Cys Val Leu Ser Leu 

580 585 590 



Ser Thr Leu He Gly Thr Val Ala Glu Thr Ser Lys Glu Lys Tyr Arg 
595 600 605 



Leu Leu Asp Gin Arg Asp Arg He Met Arg Gin Ala Arg Val Lys Arg 
610 615 620 



Thr Asp Leu Asp Lys Ala Arg Thr Phe Val Gly Thr Cys Leu Asp Met 
625 630 635 640 



Cys Pro Glu Lys Glu Arg Tyr Met Arg Glu Thr Arg Ser Gin Leu Ser 

645 650 655 



Val Phe Glu Val Val Pro Gly Thr Asp Gin Val Asp His Ala Ala Ala 

660 665 670 



Val Lys Glu Tyr Ser Arg Ser Ser Ala Asp Gin Glu Glu Pro Leu Pro 
675 680 685 



His Glu Leu Arg Pro Leu Pro Val Leu Ser Arg Thr Met Asp Tyr Leu 
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695 



700 



Val Thr Gin He Met Asp Gin Lys Glu Gly Ser Leu Arg Asp Trp Tyr 
705 710 715 720 



Asp Phe Val Trp Asn Arg Thr Arg Gly He Arg Lys Asp He Thr Gin 

725 730 735 



Gin His Leu Cys Asp Pro Leu Thr Val Ser Leu He Glu Lys Cys Thr 

740 745 750 



Arg Phe His He His Cys Ala His Phe Met Cys Glu Glu Pro Met Ser 
755 760 765 



Ser Phe Asp Ala Lys He Asn Asn Glu Asn Met Thr Lys Cys Leu Gin 
770 775 780 



Ser Leu Lys Glu Met Tyr Gin Asp Leu Arg Asn Lys Gly Val Phe Cys 
785 790 795 800 



Ala Ser Glu Ala Glu Phe Gin Gly Tyr Asn Val Leu Leu Ser Leu Asn 

805 810 815 



Lys Gly Asp He Leu Arg Glu Val Gin Gin Phe His Pro Ala Val Arg 

820 825 830 



Asn Ser Ser Glu Val Lys Phe Ala Val Gin Ala Phe Ala Ala Leu Asn 
835 840 845 
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Ser Asn Asn Phe Val Arg Phe Phe Lys Leu Val Gin Ser Ala Ser Tyr 
850 855 860 



Leu Asn Ala Cys Leu Leu His Cys Tyr Phe Ser Gin He Arg Lys Asp 
865 870 875 880 



Ala Leu Arg Ala Leu Asn Phe Ala Tyr Thr Val Ser Thr Gin Arg Ser 

885 890 895 



Thr He Phe Pro Leu Asp Gly Val Val Arg Met Leu Leu Phe Arg Asp 

900 905 910 



Cys Glu Glu Ala Thr Asp Phe Leu Thr Cys His Gly Leu Thr Val Ser 
915 920 925 



Asp Gly Cys Val Glu Leu Asn Arg Ser Ala Phe Leu Glu Pro Glu Gly 
930 935 940 



Leu Ser Lys Thr Arg Lys Ser Val Phe He Thr Arg Lys Leu Thr Val 
945 950 955 960 



Ser Val Gly Glu He Val Asn Gly Gly Pro Leu Pro Pro Val Pro Arg 

965 970 975 



His Thr Pro Val Cys Ser Phe Asn Ser Gin Asn Lys Tyr He Gly Glu 

980 985 990 



Ser Leu Ala Ala Glu Leu Pro Val Ser Thr Gin Arg Pro Gly Ser Asp 
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995 



1000 
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1005 



Thr Val Gly 
1010 



Ala Pro Leu 
1025 



Ser Pro Val 
1040 



Ala Pro Ser 
1055 



Pro Glu Pro 
1070 



Val Asp Glu 
1085 



Val Gly Ser 
1100 



Ser Asn Ala 
1115 



He Leu Arg 
1130 



Gly Gly Arg 



Ser Ser Leu 



Pro Leu Pro 



Leu Phe Gin 



Val Pro Met 



Leu He Gin 



Ala Gly Ala 



Ala Met Glu 



His He Ala 



Gly Glu Glu 
1015 



Pro Gin Ser 
1030 



Pro Val Leu 
1045 



Leu Ser Val 
1060 



Tyr Ser Asp 
1075 



Glu Ala Leu 
1090 



Ala Tyr Ala 
1105 



Asp Leu Leu 
1120 



Ala Glu Glu 
1135 
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Cys Gly Val 
1020 



Leu Pro Ala 
1035 



Ala Leu Thr 
1050 



Gin Pro Glu 
1065 



Glu Asp Leu 
1080 



Gin Arg Asp 
1095 



Ala Ala Ala 
1110 



Thr Ala Ala 
1125 



Val Ser Lys 
1140 



Glu Pro Asp 



Pro Ala Pro 



Pro Ser Val 



Pro Pro Pro 



Ala Gin Val 



Cys Glu Glu 



Leu Gly Val 



Thr Thr Gly 



Glu Arg Glu 
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Arg Arg Glu 
1145 



Gin Glu Arg 
1160 



Val Glu Leu 
1175 



Cys Ser Gin 
1190 



Arg Val Ala 
1205 



Leu Phe Leu 
1220 



Gin Glu Leu 
1235 



Ala Val Thr 
1250 



Pro Ala Ala 
1265 



Leu Ala Pro 



Gin Glu Arg 



Glu Leu Val 



Met Glu Arg 



Glu Leu Lys 



Arg Cys Cys 



Val Glu Glu 



Gin Cys Phe 



Ala Arg Lys 



Pro Cys Cys 



Ser Ala Glu 



Gin Arg Ala 
1150 



Leu Ser Glu 
1165 



Val Met Met 
1180 



Asn Ala Val 
1195 



Glu Asp Val 
1210 



He Phe Gin 
1225 



Cys Lys Tyr 
1240 



Lys Leu Arg 
1255 



Val Asp Val 
1270 



Cys Pro He 



Glu Glu Glu 
1155 



Leu Ser Gin 
1170 

Glu Phe Val 
1185 



Glu Thr Asp 
1200 



Cys Ala His 
1215 



Thr Ala Lys 
1230 



Leu Gin Arg 
1245 



Arg Gin Met 
1260 



Ser Asp Arg 
1275 



Ala Glu Glu 



Arg Leu Lys 



Gly Leu Ala 



Arg Glu Thr 



Gin Arg Val 



Leu Val Asp 



Glu Thr Leu 



Trp Arg Glu 



Arg Ala Phe 



Leu Arg Ala 



Asn Leu Ala 
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1280 



1285 



1290 
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Arg Gly Leu 
1295 



Cys Thr Arg 
1310 



Lys Val Gin 
1325 



Ala Ser Leu 
1340 



Arg Gin Glu 
1355 



Val Glu Glu 
1370 



Trp Leu Lys 
1385 



Thr Ser Ser 
1400 



Ser Leu Ser 
1415 



Leu Asp Leu 



Leu Arg Arg 



His Phe Tyr 



Asp Leu Pro 



His Val Phe 



Gin Ser Pro 



Val Lys Phe 



Asp Ala Gly 



Ser Lys Gly 



Gly His Ala 
1300 



Leu Arg Asn 
1315 



Gin Gin Leu 
1330 



Ser Leu Val 
1345 



Trp Lys Leu 
1360 



Glu Ser Cys 
1375 



Met Gly Asp 
1390 



Gly He Gin 
1405 



Asp Gin Met 
1420 



52/64 



Gly Arg Leu 
1305 



Lys Thr Ala 
1320 



Leu Ser Asp 
1335 



Ala Glu His 
1350 



Val Leu Val 
1365 



Gly Arg He 
1380 



Glu Gly Ser 
1395 



Thr Leu Ser 
1410 



He Ser Val 
1425 



Gly He Ser 



His Gin Met 



Val Ala Trp 



Leu Pro Gly 



Leu Pro Asp 



Leu Ala Asn 



Val Asp Asp 



Leu Phe Asn 



Asn Val Cys 
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He Lys Val 
1430 



Val Glu Thr 
1445 



Leu Leu Pro 
1460 



Val Tyr Trp 
1475 



Ala Lys Pro 
1490 



Ser Pro Gly 
1505 



Met Leu Gin 
1520 



Val Thr Glu 
1535 



Lys Val Leu 
1550 



Ser Leu Asp 



Ala His Gly 



Gin Lys Asp 



Pro Lys Met 



Leu Ser Ala 



Phe Gin Pro 



Gly Asp Ala 



Asp Leu Val 



He Pro Asp 



Gin Ala Val 



Leu Cys Cys 



Ala Leu Ser 
1435 



Leu Leu Gly 
1450 



Lys Ser Glu 
1465 



Leu Leu Gin 
1480 



Ala Leu Pro 
1495 



Val Glu Lys 
1510 



Ser Ala Lys 
1525 



Thr He Asn 
1540 



Gin Trp Leu 
1555 



Gin Thr Leu 



Asp Gly Ala 
1440 



Ala Ser Gly 
1455 



Asp Met Ala 
1470 



Leu Lys Gin 
1485 



Leu Val Val 
1500 



Glu Val Glu 
1515 



Leu He Ser 
1530 



Asp Leu Gin 
1545 



Val Ser His 
1560 



He Gin Tyr 



He Asp Ala 



Leu Met Leu 



Glu Glu Asp 



Leu Leu Gin 



Leu Val Pro 



Asp Gly Leu 



Asp Tyr Thr 



Gly Ser Thr 



Cys Pro His 



Val Glu Asp 
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1565 



1570 
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Gly He Gly 
1580 



Glu Arg Arg 
1595 



lie Glu Leu 
1610 



Ser Ser Glu 
1625 



Ala Glu Ala 
1640 



Ala Pro Glu 
1655 



Gin Leu Pro 
1670 



Pro Val Cys 
1685 



Ser Arg Gin 
1700 



His Glu Phe 



Leu Gly Gly 



Phe Asn Ser 



Gin Leu Cys 



Gly Gly Ser 



His Leu Ala 



Gin Met Asp 



Ser Met Val 



Thr Gin Pro 



Ser Gly Arg 
1585 



Leu Ala Ser 
1600 



Val Leu Gin 
1615 



Asp Leu Ser 
1630 



Arg Leu Leu 
1645 



Trp Leu Lys 
1660 



Leu Pro Pro 
1675 



Val Gin Tyr 
1690 



Val Leu Gin 
1705 
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Phe Phe His 
1590 



Gin Glu Pro 
1605 



Phe Leu Ala 
1620 



Trp Pro Val 
1635 



Pro His Leu 
1650 



Gin Ala Val 
1665 



Leu Gly Ala 
1680 



Ala Ser Gin 
1695 



Ser Gin Val 
1710 



Asp Arg Arg 



Gly Ala He 



Ser Val Val 



Thr Glu Phe 



His Trp Asn 



Leu Gly Phe 



Pro Trp Leu 



He Pro Ser 



Glu Asn Leu 
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Leu His Arg 
1715 



Val His Gly 
1730 



Leu He Ala 
1745 



Pro Arg Leu 
1760 



He Cys Val 
1775 



Pro Leu Ser 
1790 



Gin Leu Arg 
1805 



Ala Asn Asn 
1820 



Lys Arg Ser 
1835 



Glu Asp Leu 



Thr Tyr Cys 



Ala Gly Pro 



Leu Cys He 



Pro Val Thr 



Tyr Phe Phe 



Trp Glu Gin 



Glu Gly Arg 



Phe Pro He 



Thr Glu Cys 



Met Arg Gly 



Arg Trp Lys 
1720 



Ser Val Met 
1735 



Asn His Lys 
1750 



Ser Glu Ala 
1765 



Lys Asn Asp 
1780 



Ala Arg Leu 
1795 



Leu Ala He 
1810 



Pro Leu Leu 
1825 



Ala Gin Glu 
1840 



Ala Ser Ala 



Ser Lys Ser 
1725 



Glu He Pro 
1740 



Leu Arg Asp 
1755 



Leu Ser Glu 
1770 



Leu Lys Lys 
1785 



Gin Thr Gin 
1800 



Lys Pro Phe 
1815 



His Met His 
1830 



Gly Arg He 
1845 



Glu Glu Leu 



Pro Ser Pro 



Trp Asp Asp 



Trp Thr Pro 



Asp Gly Gin 



Tyr Asp Val 



Lys Glu Leu 



His Pro Ser 



Arg Asn Trp 



Pro Ser Thr 



Leu Ala Gin 
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1850 
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1855 



1860 



Cys Leu Ser Ser Ser Leu Leu Leu Glu Lys Glu Glu Asn Lys Arg 
1865 1870 1875 



Phe Glu Asp Gin Leu Gin Gin Trp Leu Ser Glu Asp Ser Gly Ala 
1880 1885 1890 



Phe Thr Asp Leu Thr Ser Leu Pro Leu Tyr Leu Pro Gin Thr Leu 
1895 1900 1905 



Val Ser Leu Ser His Thr He Glu Pro Val Met Lys Thr Ser Val 
1910 1915 1920 



Thr Thr Ser Pro Gin Ser Asp Met Met Arg Glu Gin Leu Gin Leu 
1925 1930 1935 



Ser Glu Ala Thr Gly Thr Cys Leu Gly Glu Arg Leu Lys His Leu 
1940 1945 1950 



Glu Arg Leu He Arg Ser Ser Arg Glu Glu Glu Val Ala Ser Glu 
1955 1960 1965 



Leu His Leu Ser Ala Leu Leu Asp Met Val Asp He 
1970 1975 1980 



<210> 5 
<211> 863 
<212> PRT 
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<400> 5 

Lys Glu Gin Lys Thr Val Ala Met Arg Val Lys Glu Lys Tyr Gin His 
15 10 15 



Leu Trp Arg Trp Gly Trp Arg Trp Gly Thr Met Leu Leu Gly Met Leu 

20 25 30 



Met He Cys Ser Ala Thr Glu Lys Leu Trp Val Thr Val Tyr Tyr Gly 
35 40 45 



Val Pro Val Trp Lys Glu Ala Thr Thr Thr Leu Phe Cys Ala Ser Asp 
50 55 60 



Ala Lys Ala Tyr Asp Thr Glu Val His Asn Val Trp Ala Thr His Ala 
65 70 75 80 



Cys Val Pro Thr Asp Pro Asn Pro Gin Glu Val Val Leu Val Asn Val 

85 90 95 



Thr Glu Asn Phe Asn Met Trp Lys Asn Asp Met Val Glu Gin Met His 

100 105 110 



Glu Asp He He Ser Leu Trp Asp Gin Ser Leu Lys Pro Cys Val Lys 
115 120 125 



Leu Thr Pro Leu Cys Val Ser Leu Lys Cys Thr Asp Leu Lys Asn Asp 
130 135 140 
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Thr Asn Thr Asn Ser Ser Ser Gly Arg Met He Met Glu Lys Gly Glu 
145 150 155 160 



He Lys Asn Cys Ser Phe Asn He Ser Thr Ser He Arg Gly Lys Val 

165 170 175 



Gin Lys Glu Tyr Ala Phe Phe Tyr Lys Leu Asp He He Pro He Asp 

180 185 190 



Asn Asp Thr Thr Ser Tyr Thr Leu Thr Ser Cys Asn Thr Ser Val He 
195 200 205 



Thr Gin Ala Cys Pro Lys Val Ser Phe Glu Pro He Pro He His Tyr 
210 215 220 



Cys Ala Pro Ala Gly Phe Ala He Leu Lys Cys Asn Asn Lys Thr Phe 
225 230 235 240 



Asn Gly Thr Gly Pro Cys Thr Asn Val Ser Thr Val Gin Cys Thr His 

245 250 255 



Gly He Arg Pro Val Val Ser Thr Gin Leu Leu Leu Asn Gly Ser Leu 

260 265 270 



Ala Glu Glu Glu Val Val He Arg Ser Ala Asn Phe Thr Asp Asn Ala 
275 280 285 
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Lys Thr He He Val Gin Leu Asn Gin Ser Val Glu He Asn Cys Thr 
290 295 300 



Arg Pro Asn Asn Asn Thr Arg Lys Ser He Arg He Gin Arg Gly Pro 
305 310 315 320 



Gly Arg Ala Phe Val Thr He Gly Lys He Gly Asn Met Arg Gin Ala 

325 330 335 



His Cys Asn He Ser Arg Ala Lys Trp Asn Asn Thr Leu Lys Gin He 

340 345 350 



Asp Ser Lys Leu Arg Glu Gin Phe Gly Asn Asn Lys Thr He He Phe 
355 360 365 



Lys Gin Ser Ser Gly Gly Asp Pro Glu He Val Thr His Ser Phe Asn 
370 375 380 



Cys Gly Gly Glu Phe Phe Tyr Cys Asn Ser Thr Gin Leu Phe Asn Ser 
385 390 395 400 



Thr Trp Phe Asn Ser Thr Trp Ser Thr Lys Gly Ser Asn Asn Thr Glu 

405 410 415 



Gly Ser Asp Thr He Thr Leu Pro Cys Arg He Lys Gin He He Asn 

420 425 430 



Met Trp Gin Glu Val Gly Lys Ala Met Tyr Ala Pro Pro He Ser Gly 
435 440 445 
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Gin He Arg Cys Ser Ser Asn He Tlir Gly Leu Leu Leu Thr Arg Asp 
450 455 460 



Gly Gly Asn Ser Asn Asn Glu Ser Glu He Phe Arg Pro Gly Gly Gly 
465 470 47 5 480 



Asp Met Arg Asp Asn Trp Arg Ser Glu Leu Tyr Lys Tyr Lys Val Val 

485 490 495 



Lys He Glu Pro Leu Gly Val Ala Pro Thr Lys Ala Lys Arg Arg Val 

500 505 510 



Val Gin Arg Glu Lys Arg Ala Val Gly He Gly Ala Leu Phe Leu Gly 
515 520 525 



Phe Leu Gly Ala Ala Gly Ser Thr Met Gly Ala Ala Ser Met Thr Leu 
530 535 540 



Thr Val Gin Ala Arg Gin Leu Leu Ser Gly He Val Gin Gin Gin Asn 
545 550 55 5 560 



Asn Leu Leu Arg Ala He Glu Ala Gin Gin His Leu Leu Gin Leu Thr 

565 570 575 



Val Trp Gly He Lys Gin Leu Gin Ala Arg He Leu Ala Val Glu Arg 

580 585 590 
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Tyr Leu Lys Asp Gin Gin Leu Leu Gly He Trp Gly Cys Ser Gly Lys 
595 600 605 



Leu He Cys Thr Thr Ala Val Pro Trp Asn Ala Ser Trp Ser Asn Lys 
610 615 620 



Ser Leu Glu Gin He Trp Asn Asn Met Thr Trp Met Glu Trp Asp Arg 
625 630 635 640 



Glu He Asn Asn Tyr Thr Ser Leu He His Ser Leu He Glu Glu Ser 

645 650 655 



Gin Asn Gin Gin Glu Lys Asn Glu Gin Glu Leu Leu Glu Leu Asp Lys 

660 665 670 



Trp Ala Ser Leu Trp Asn Trp Phe Asn He Thr Asn Trp Leu Trp Tyr 
675 680 685 



He Lys Leu Phe lie Met He Val Gly Gly Leu Val Gly Leu Arg He 
690 695 700 



Val Phe Ala Val Leu Ser Val Val Asn Arg Val Arg Gin Gly Tyr Ser 
705 710 715 720 



Pro Leu Ser Phe Gin Thr His Leu Pro He Pro Arg Gly Pro Asp Arg 

725 730 735 



Pro Glu Gly He Glu Glu Glu Gly Gly Glu Arg Asp Arg Asp Arg Ser 

740 745 750 
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He Arg Leu Val Asn Gly Ser Leu Ala Leu lie Trp Asp Asp Leu Arg 
755 760 765 



Ser Leu Cys Leu Phe Ser Tyr His Arg Leu Arg Asp Leu Leu Leu He 
770 775 780 



Val Thr Arg He Val Glu Leu Leu Gly Arg Arg Gly Trp Glu Ala Leu 
785 790 795 800 



Lys Tyr Trp Trp Asn Leu Leu Gin Tyr Trp Ser Gin Glu Leu Lys Asn 

805 810 815 



Ser Ala Val Ser Leu Leu Asn Ala Thr Ala He Ala Val Ala Glu Gly 

820 825 830 



Thr Asp Arg Val He Glu Val Val Gin Gly Ala Tyr Arg Ala He Arg 
835 840 845 



His He Pro Arg Arg He Arg Gin Gly Leu Glu Arg He Leu Leu 
850 855 860 



<210> 6 
<211> 23 
<212> PRT 

<2 1 3> retroviral provirus 
<400> 6 

Asn Asn Thr Arg Lys Ser He Arg He Gin Arg Gly Pro Gly Arg Ala 
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1 5 



10 
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15 



Phe Val Thr He Gly Lys He 

20 



<210> 7 

<211> 20 

<212> DNA 

<213> Artificial sequence 
<220> 

<223> primer 

<400> 7 

tcccgccttc cage tgtgac 20 



<210> 8 

<211> 20 

<212> DNA 

< 2 1 3> Artificial sequence 
<220> 

<223> primer 

<400> 8 

gtgctgctgt gttatgtcct 20 



<210> 9 

<211> 24 

<212> PRT 

< 2 1 3> retroviral provirus 

<400> 9 
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Cys Asn Asn Thr Arg Lys Ser He Arg He Gin Arg Gly Pro Gly Arg 
15 10 15 



Ala Phe Val Thr He Gly Lys He 

20 
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